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(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=5EE461C29F5045A49FOADF82CAAA2F31-BERKLEYD] 

Sent: 7/3/2018 1:55:27 PM 

To: Lambertson, David (NIH/NCI) [E] [/o=ExchangeLabs/ou=Exchange Administrative Group 
(FYDIBOHF23SPDLT)/cn=Recipients/cn=3c95b34f709746a8a2553ce54e74ace2-lambertsond]; Rohrbaugh, Mark 
{NIH/OD) [E] [/o=ExchangeLabs/ou=Exchange Administrative Group 
(FYDIBOHF23SPDLT)/cn=Recipients/cn=591ab6b2424b4b89970827 18cbb29fab-rohrbaum] 


CC: Rodriguez, Richard (NIH/NCI) [E] [/o=ExchangeLabs/ou=Exchange Administrative Group 
(FYDIBOHF23SPDLT)/cn=Recipients/cn=8092cb5394e04733ac0d4d84d25f65e5-rodrigr] 
Subject: RE: Draft KEI Response 


Dave—can you send me their objection? 


Thanks, Dale 


Dale D. Berkley, Ph.D., J.D. 

Office of the General Counsel, PHD, NIH Branch 

Bldg. 31, Rm. 47 

Bethesda, MID 20892 

301-496-6043 

301-402-2528(Fax) 

This message 1s intended for the exclusive use of the recipient(s) named above. It may contain information that is PROTECTED or PRIVILEGED, and it should not be disseminated, 
distributed, or copied to persons not authorized to receive such information. 


From: Lambertson, David (NIH/NCI) [E] 

Sent: Monday, July 02, 2018 4:04 PM 

To: Rohrbaugh, Mark (NIH/OD) [E] <RohrBauM@OD.NIH.GOV>; Berkley, Dale (NIH/OD) [E] <BerkleyD@OD.NIH.GOV> 
Cc: Rodriguez, Richard (NIH/NCI) [E] <richard.rodriguez@nih.gov> 

Subject: Draft KEI Response 


Good afternoon Mark and Dale, 


| attach a draft response to KEI, who has objected to a recent Notice of Intent to Grant an exclusive license, for your 
review and consideration. Please let me know if you think the response is acceptable or if you would suggest changes 
before the response is sent. If you need anything else, let me know. 


Thanks, 
Dave 


David A. Lambertson, Ph.D. 

Senior Technology Transfer Manager 
Technology Transfer Center 

National Cancer Institute/NIH 
david.lambertson@nih.gov 


http://ttc.nci.nih.gov 


9609 Medical Center Drive, Rm 1-E530 MSC 9702 
Bethesda, MD 20892-9702 (USPS) 

Rockville, MD 20850-9702 (Overnight/express mail} 
Phone (Main Office}: 240-276-5530 


Phone (direct):! b6 | 


Fax: 240-276-5504 
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Note: This email may contain confidential information. ff you are not the intended recipient, any disclosure, copying or use of 
this email or the information enclosed therein is strictly orchiblted, and you should notify the sender for return of any 
attached documents 
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From: Nightingale, Stuart (NIH/OD) [C] [/O=NIH/OU=NIHEXCHANGE/CN=RECIPIENTS/CN=NIGHTINS] 
Sent: 6/8/2016 11:55:11 AM 


To: Rohrbaugh, Mark (NIH/OD) [E] [/O=NIH/OU=NIHEXCHANGE/cn=OD/cn=ROHRBAUM]; Dodson, Sara (NIH/OD) [E] 
[/O=NIH/OU=EXCHANGE ADMINISTRATIVE GROUP (FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=Dodsonse] 

Subject: Fwd: Nature Medicine | News | Opinion: Use the Bayh-Dole Act to lower drug prices for government healthcare 
programs 

FYI-- 

Stuart 


Sent from my iPhone 


Begin forwarded message: 


From: "Folkers, Greg (NIH/NIAID) [E]" <GFOLKERS @niaid nih.gov> 

Date: June 7, 2016 at 11:24:32 PM EDT 

Subject: Nature Medicine | News | Opinion: Use the Bayh-Dole Act to lower drug prices for 
government healthcare programs 


Nature Medicine | News | Opinion 


Use the Bayh-Dole Act to lower drug prices 
for government healthcare programs 


e Alfred B Engelberg 
e & Aaron S Kesselheim 


Published online 
07 June 2016 


As drug prices have increased, there is also greater pressure to find ways to ensure access to 
medicines. An existing provision of the Bayh-Dole Act could help to lower costs for qualifying 
drugs in federal programs such as Medicare and Medicaid. 


The Bayh-Dole Act of 1980 permits the ownership of patents resulting from federally-funded 
research to remain with the inventors and their employers. Government research grantees and 
their institutions now earn billions from royalties and equity interests that result from the sale or 
exclusive licensing of these patents. In recent years, controversy has arisen when drugs covered 
by these patents have been sold at excessively high prices, since taxpayers have already 
contributed to the drugs’ discovery, as part of the more than $30 billion annually the US 
government spends on biomedical research. 


In discussing ways to reduce drug costs, legislators and public-health advocates have largely 
overlooked a provision in the Bayh-Dole Act that could help. Section 202 requires research 
grantees that obtain patents claiming federally funded inventions to confer a nonexclusive, 
royalty-free license back to the US government, which permits the government to practice the 
invention or to have it practiced on the government's behalf. When advocating for the enactment 
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of the Bayh-Dole Act, former Senator Birch Bayh (D-IN) stated that this license allows the 
government to “use for itself and the public good inventions arising out of research that the 
Federal Government helps to support.”? This use could include that for government healthcare 
programs such as Medicare and Medicaid. 


To our knowledge, the government has never exercised its right to have a prescription drug 
manufactured on its behalf. One reason may be that, although many drugs have their origins in 
federally funded research, pharmaceutical companies obtain other patents covering these drugs 
during their development into FDA-approved products. The government's license does not 
extend to such privately funded patents, which limits the situations in which the government 
could use its license. 


Still, Section 202 could be useful in some cases. Earlier this year, two consumer-interest 
organizations, Knowledge Ecology International and Union for Affordable Cancer Treatment, 
filed a petition requesting the government to use Section 202 to authorize the production of a 
generic version of the prostate cancer drug enzalutamide (Xtandi), because the drug's list price in 
the US is two to three times higher than it is in Europe and Australia. All patents currently 
registered with the US Food and Drug Administration (FDA) covering enzalutamide are licensed 
to the US government under Section 202. As this article went to press, the US Department of 
Health and Human Services had not yet ruled on the petition. But the government has received 
an offer from a generic manufacturer to supply enzalutamide for government programs at $3 per 
pill, as compared to the $42.38 per pill the government now pays—a potential annual savings of 
over $57,000 per patient. 


A potential obstacle to the exercise of the government's Section 202 license is the patent 
certification requirements of the Hatch-Waxman Act of 1984. Hatch-Waxman requires a 
manufacturer that is seeking approval to sell a generic copy of a new drug such as enzalutamide 
to certify that any patents on the drug are invalid or will not be infringed. This requirement may 
seem to prevent a generic manufacturer that has no basis for substantively challenging 
enzalutamide's patents from obtaining FDA approval before the patents expire. But because of 
the government's Section 202 license, we believe that a generic manufacturer could certify that 
the patents will not be infringed because approval is being sought for the sole purpose of 
producing enzalutamide for sale to the government. 


Any suit claiming infringement of the enzalutamide patents despite such a certification should be 
dismissed by a federal court, because the law? prohibits the court from interfering with the right 
of a government supplier to bid on or participate in the sale of products to the government, 
irrespective of the existence of patents.? The only available course of action for acts of patent 
infringement by or for the government is to initiate a suit in the US Court of Federal Claims— 
but the Section 202 license would provide the government with a complete defense. In addition 
to its patents, enzalutamide is protected under Hatch-Waxman by a five-year exclusivity for new 
chemical entities that expires on 31 August 2017, but an application for generic approval 
containing a certification of noninfringement may be filed 1 year before the exclusivity expires. 
There are other drugs, such as the anti-HIV medication emtricitabine (Emtriva), subject to a 
Section 202 license for which a similar patent certification could be filed immediately. 


Some will argue that by exercising its license, the government would undermine the value of 
commercial rights and adversely affect the willingness of the pharmaceutical industry to invest in 
the commercialization of federally funded research discoveries. But many manufacturers have 
reduced their investment in internal drug discovery research and become increasingly dependent 
on licensing ideas emerging from public funding. There is no reason to believe that they will 
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abandon their essential relationship with academia simply because profits are reduced somewhat 
by the operation of the Section 202 license. 


“The economic benefits that result from federally funded biomedical research should be more 
equitably shared with the public.” 


The economic benefits that result from federally funded biomedical research should be more 
equitably shared with the public, and the section 202 license can help accomplish that goal for 
certain drugs. In the long run, Congress should consider ways to amend the Bayh-Dole Act to 
achieve this outcome more broadly. Until then, the government should utilize its Section 202 
license to achieve lower drug prices for public programs whenever possible. 
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From: Koniges, Ursula (NIH/OD) [E] [/O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP 
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=DSAE2C3139654BCOB9B957 18D516310B-KONIGESUM] 


Sent: 1/31/2019 7:17:05 PM 

To: Rohrbaugh, Mark (NIH/OD) [E] [/o=ExchangeLabs/ou=Exchange Administrative Group 
(FYDIBOHF23SPDLT)/cn=Recipients/cn=591ab6b2424b4b8997082718cbb29fab-rohrbaum] 

cc: Plank-Bazinet, Jennifer (NIH/OD) [E] [/o=ExchangeLabs/ou=Exchange Administrative Group 


(FYDIBOHF23SPDLT)/cn=Recipients/cn=0a7faf0b33bb4b90b07b212e49ec08e3-plankjl_f24]; Fennington, Kelly 
(NIH/OD) [E] [/o=ExchangeLabs/ou=Exchange Administrative Group 
(FYDIBOHF23SPDLT)/cn=Recipients/cn=c3e2d306aa244429b0f5 1d365bd24a26-fenningk] 

Subject: RE: Drug Pricing BRAIN Record — Ursula Has Uploaded Into BRAIN 


Hi Mark, thanks for this. I’ll update the sentence to the following for clarity: 


From: Rohrbaugh, Mark (NIH/OD) [E] <rohrbaum @od.nih.gov> 

Sent: Thursday, January 31, 2019 2:15 PM 

To: Koniges, Ursula (NIH/OD) [E] <ursula.koniges@nih.gov> 

Cc: Plank-Bazinet, Jennifer (NIH/OD) [E] <jennifer.bazinet@nih.gov>; Fennington, Kelly (NIH/OD) [E] 
<fenningk@od.nih.gov> 

Subject: RE: Drug Pricing BRAIN Record — Ursula Has Uploaded Into BRAIN 


b5 


Sent: Thursday, January 31, 2019 2:10 PM 
To: Rohrbaugh, Mark (NIH/OD) [E] <rehrbaum@od.nih.gov> 
Cc: Plank-Bazinet, Jennifer (NIH/OD) [E] <jennifer.bazinet@nih.gov>; Fennington, Kelly (NIH/OD) [E] 


Subject: Drug Pricing BRAIN Record — Ursula Has Uploaded Into BRAIN 
Hi Mark, 


Just a quick FYI to loop you into where the Drug Pricing record is in the BRAIN review process. I’ve uploaded the Lyric- 
reviewed Drug Pricing record into BRAIN for us, so we’re done with that. 


Rationale: Jennifer and Kelly recommended that, due to time concerns, we should upload the Lyric-reviewed Drug 
Pricing brief into BRAIN ASAP, even though we'’re still waiting on comments from Carrie. 


Follow-up Needed: 
- If Carrie ends up recommending edits, |’ll be happy to assist with incorporating those into the record later. 


Thanks, 
-Ursula 
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From: Vathyam, Surekha (NIH/NCI) [E] [/O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP 
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=5ED61806C5BF4E9A819DDB37E91DEE70-VATHYAMS] 
Sent: 7/31/2017 6:56:44 PM 


To: Rohrbaugh, Mark (NIH/OD) [E] [/o=ExchangeLabs/ou=Exchange Administrative Group 
(FYDIBOHF23SPDLT)/cn=Recipients/cn=591ab6b2424b4b8997082718cbb29fab-rohrbaum] 
Subject: FW: Request for Information and Comments on Prospective Grant of Exclusive Patent License: Composition and 


Methods for Delivering Inhibitory Oligonucleotides for the Treatment of Pancreatic Cancer, to VeriLuce Therapeutics 
(“VLT”) located in Toronto, ON, 
Attachments: Response to KEl Comments July 31 2017.pdf; KEL Comments July 22 2017 .pdf 


Hi Mark, 


| received the below response to the attached letter | sent to KEI today. | have attached the KEI letter sent on July 22 for 
reference. Please call me when you get the chance or let me know when would be a good time for a call. 


Thanks, 
Surekha 


SUREKHA VATHYAM, Ph.D. 

Senior Technology Transfer Manager, 

National Cancer Institute Technology Transfer Center 
Main: 240-276-5930 _ 


i i 
Email: vathyams@mail.nih.gov 


This e-mail may contain confidential and/or privileged material for the sole use of the intended recipient. Any review or 
distribution by others is strictly prohibited. If you are not intended recipient please contact the sender and delete all copies of 
this e-mail. 


Sent: Monday, July 31, 2017 1:07 PM 

To: Vathyam, Surekha (NIH/NCI) [E] <vathyams@mail.nih.gov> 

Subject: Re: Request for Information and Comments on Prospective Grant of Exclusive Patent License: Composition and 
Methods for Delivering Inhibitory Oligonucleotides for the Treatment of Pancreatic Cancer, to VeriLuce Therapeutics 
(“VLT”) located in Toronto, ON, 


Thank you. What about our 13 requests for information? None of them are addressed in your brief 
letter of July 31, 2017 to us. 
ams@mail.nih.gov> wrote: 


On Mon, Jul 31, 2017 at 11:57 AM, Vathyam, Surekha (NIH/NCI) [E] <vath 


Dear Mr. Love, 


Please find attached my response to KEI’s comments regarding the above-referenced Federal Register notice. 


Regards, 
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Surekha 


SUREKHA VATHYAM, Ph.D. 
Senior Technology Transfer Manager, 


National Cancer Institute Technology Transfer Center 


| Main: 240-276-5530 


Directé b6 i 


_ Email: vathyams@mail.nih.gov 


This e-mail may contain confidential and/or privileged material for the sole use of the intended recipient. Any review or 
| distribution by others is strictly prohibited. If you are not intended recipient please contact the sender and delete all copies 
of this e-mail. 


- From: b6 iOn Behalf Of Jamie Love 


- To: Vathyam, Surekha (NIH/NCI) [E] <vathyams@mail.nih.gov> 

Subject: Request for Information and Comments on Prospective Grant of Exclusive Patent License: Composition and 
» Methods for Delivering Inhibitory Oligonucleotides for the Treatment of Pancreatic Cancer, to VeriLuce Therapeutics 
' (“VLT”) located in Toronto, ON, C... 


_ Dear Dr. Vathyam, 


Attached is a PDF of a letter responding to the Federal Register on July 10, 2017, document citation: 82 FR 
: 31783, regarding a license on patents for the treatment of pancreatic cancer, to VeriLuce Therapeutics, 
_ located in Toronto, Ontario, Canada. 


- Jamie 


James Love. Knowledge Ecology International 
_ http:/Awww.keionline.org/donate.html 
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— twitter.com/jamie love 


James Love. Knowledge Ecology International 
http://www.keionline.org/donate.htm) Sena ncheenecdl 
KEI DC tel: +1.202.332.2670, US Mobile:; | b6 ; Geneva Mobiles. b6 


twitter.com/jamie_love 
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National institutes of Health’ NCI 
9609 Medical Center Drive, Suife 530 
Rockville, MD 20852 

Office (240) 276-5530 

Facsimile (240) 276-5504 


Se DEPARTMENT OF HEALTH & HUMAN SERVICES ___ Public Heaith Service 


July 31, 2017 


James Love 

Knowledge Ecology International 
1621 Connecticut Avenue, Suite 500 
Washington, DC 20009 
(202)332-2670 

James. love@keionline.org 


SUBJECT: KEI Comments in Regards to 82 FR 31783, “Prospective Grant of Exclusive 
Patent License: Composition and Methods for Delivering Inhibitory 
Oligonucleotides for the Treatment of Pancreatic Cancer” notice — Prospective 
Exclusive Patent License to VeriLuce Therapeutics 


Dear Mr. Love, 


Thank you for providing KEI comments to the recent Federal Register Notice referenced above regarding 
the National Institute on Aging’s proposed intent to grant an Exclusive Patent License to VeriLuce 
Therapeutics. Prior to posting a notice for a proposed grant of an Exclusive Patent License, the National 
Institute of Health (NIH) determines that the criteria set forth in 37 CFR 404.7 have been satisfied with 
respect to granting the organization an exclusive license of the Government’s intellectual property in the 
field of use as specified. The notice period provides an opportunity for public comment and possible 
objection to the proposed license, We consider all comments prior to negotiating the proposed license and 
will consider your comments. 


Tle. 

Surekha Vathyam, Ph.D. 

Senior Technology Transfer Manager, 

National Cancer Institute Technology Transfer Center 
9609 Medical Center Dr., Room 1E-530, MSC 9702 
Rockville, MD 20850-9702 

Phone: 240-276-5530 

Email: vathyams@mail.nih.gov 
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KNOWLEDGE ECOLOGY 
INTERNATIONAL 


July 22, 2017 


Surekha Vathyam, Ph.D., 

Senior Technology Transfer Manager, 

NCI Technology Transfer Center, 

9609 Medical Center Drive, 

RM 1E530 MSC 9702, 

Bethesda, MD 20892-9702 (for business mail), 
Rockville, MD 20850-9702 

Telephone: (240) 276-5530 

Facsimile: (240) 276-5504 


Re: Request for Information and Comments on Prospective Grant of Exclusive Patent License: 
Composition and Methods for Delivering Inhibitory Oligonucleotides for the Treatment of 
Pancreatic Cancer, to VeriLuce Therapeutics (“VLT”) located in Toronto, ON, Canada. 


Dear Dr. Vathyam, 


lam writing to request information and to provide comments regarding the proposed exclusive 
patent license noticed in the Federal Register on July 10, 2017, document citation: 82 FR 
31783, regarding the treatment of pancreatic cancer, to VeriLuce Therapeutics, located in 
Toronto, Ontario, Canada. 


VeriLuce does not seem like a big company. It’s web page is just a single page which provides 


almost no information about the company leadership or its experience in product development. 
The entire contents of the web page are as follows: 


VeriLuce Therapeutics - A DRUG DEVELOPMENT COMPANY 
VeriLuce Therapeutics in-licenses compounds in pre-clinical stage of development and 
progresses them to early clinical for divestment or further development through 


collaboration with other Companies 


About Us 
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We are a team of dedicated and experienced individuals who are passionate about drug 
development and about improving the lives of patients; Our experience spans from 
scientific research and medical to regulatory and business development; We are 
currently focusing our efforts in seeking, in-licensing and developing compounds that 
treat rare oncology diseases. 


Licensing and Collaborations 


We are seeking licensing and collaboration opportunities in the area of oncology. 
Please contact us to discuss potential current and future opportunities. 


Contact Us: elena.frigerio@verilucetherapeutics.com 647-965-1 


According to Linkedin, the company was founded in 2015, and has 1-10 employees. 


It is not clear how a company located in Canada with almost no track record and very few 
employees was selected to obtain an exclusive license to a portfolio of United States owned 
patents relating to pancreatic cancer. 


My requests for information are as follows: 


Oo ONO 


12. 


13. 


Who are the principals in Veriluce Therapeutics? 

Why did the NIH select Veriluce Therapeutics for an exclusive license? 

Is the NIH giving Veriluce Therapeutics the opportunity to obtain exclusive rights in order 
to market the patents to a bigger more capable firm? 

Are any of the personnel in Veriluce former NIH employees or relatives or business 
partners of NIH employees? 

Are the patent applications public, and if not, can you share them? 

How many companies have expressed interest in licensing the patents? 

What is the term of the proposed license? 

What is the royalty obligation? 

How much money did the federal government spend on the development of this 
technology? 


. How much money has VeriLuce invested in the technology? 
. What has VeriLuce promised to do as regards investments in the development of 


products based upon the patented inventions? 

Did the NIH propose any provisions in the license that would protect US residents from 
paying high prices on products, or ensure access in developing countries, and if so, can 
you share the proposals and the response by the VeriLuce? 

Please provide a copy of all CRADA agreements, if any, between the NIH and VeriLuce. 
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KEI proposes the NIH include the following measures in the license to address the pricing and 
availability of products based upon the patented invention: 


1. The lessee agrees to make products based upon the invention available to the public in the 
United States at prices [that are reasonable, and in any case] no higher than the median price 
charged in the seven countries with the largest GDP, that have per capita incomes of at least 
half that of the United States. 


2. The lessee is expected to either (a) register and make available the products based upon the 
invention in developing countries at an affordable price and with sufficient quantities, or (b) offer 
sufficient technology transfer and rights in intellectual property for third parties to provide the 
products on a competitive basis. 


KEI proposes the NIH undertake the following measures to address transparency. 


1. Provide some information on who runs and owns the company and why the company 
was selected. 


2. Require the lessee to provide a report annually that will be made available to the public 
without redaction that provides the following information. 
a. Expenditures on specific clinical trials, 
b. Average prices and revenues in every national market, 
c. All government subsidies for the development of the product, 
d. All outlays on marketing the product, by national market. 


3. Make public an unredacted copy of the license agreement and any associated CRADA. 
This was the practice earlier at the NIH, and which is the current practice of some 
companies when they provide disclosures to shareholders through the SEC. These 
patents were funded by the U.S. taxpayers, and the public has the right to see the terms 
of the exclusive license to this unknown Canadian firm. 


Thank you. 


fart tA, Oe. 


James Love 

Knowledge Ecology International 
1621 Connecticut Avenue, Suite 500 
Washington, DC 20009 


iito/Awww_ keionline.org | maitiovames love@keionline. org 
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From: Lambertson, David (NIH/NCI) [E] [/O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP 
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=3C95B34F709746A8A2553CE54E74ACE2-LAMBERTSOND] 
Sent: 6/21/2018 7:54:13 PM 


To: Rohrbaugh, Mark (NIH/OD) [E] [/o=ExchangeLabs/ou=Exchange Administrative Group 
(FYDIBOHF23SPDLT)/cn=Recipients/cn=591ab6b2424b4b8997082718cbb29fab-rohrbaum] 
cc: Rodriguez, Richard (NIH/NCI) [E] [/o=ExchangeLabs/ou=Exchange Administrative Group 
(FYDIBOHF23SPDLT)/cn=Recipients/cn=8092cb5394e04733ac0d4d84d25f65e5-rodrigr] 
Subject: RE: quick question from a journalist 


| think the response is okay, but | offer some suggestions below (in red) for consideration. 


David A. Lambertson, Ph.D. 

Senior Technology Transfer Manager 
Technology Transfer Center 

National Cancer Institute/NIH 


david.lambertson@nih.gov 


http://ttc.nci.nih.gov 


9609 Medical Center Drive, Rm 1-E530 MSC 9702 
Bethesda, MD 20892-9702 (USPS) 

Rockville, MD 20850-9702 (Overnight/express mail} 
Phone (Main Office}: 240-276-5530 


aiaial at enetep ei etmenmeaiavely 


Phone (direct}:! b6 


[ een eee eee | 


Fax: 240-276-5504 


Note: This email may contain confidential information. if you are not the intended recipient, any disclosure, copying or use of 
this email or the information enclosed therein is strictly prohibited, and you should notify the sender for return of any 
attached documents 


From: Rohrbaugh, Mark (NIH/OD) [E] 

Sent: Thursday, June 21, 2018 3:44 PM 

To: Lambertson, David (NIH/NCI) [E] <david.lambertson@nih.gov> 
Cc: Rodriguez, Richard (NIH/NCI) [E] <richard.rodriguez@nih.gov> 
Subject: RE: quick question from a journalist 


How does this sound as a response to the reporter from OC. They have worked with him before and | have interviewed 
with him. 


From: Lambertson, David (NIH/NCI) [E] 
Sent: Thursday, June 21, 2018 3:16 PM 
To: Rohrbaugh, Mark (NIH/OD) [E] <RohrBauM@OD.NIH.GOV> 
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Ce: Rodriguez, Richard (NIH/NCI) [E] <richard.rodriguez@nih.gov> 
Subject: RE: quick question from a journalist 


Let me know if you need any other details. 


David A. Lambertson, Ph.D. 

Senior Technology Transfer Manager 
Technology Transfer Center 

National Cancer Institute/NIH 


david.lambertson@nih.gov 


http://tte.nci.nih.gov 


9609 Medical Center Drive, Rm 1-E530 MSC 9702 
Bethesda, MD 20892-9702 (USPS} 

Rockville, MD 20850-9702 (Overnight/express mail} 
Phone (Main Office}: 240-276-5530 

Phone (direct); b6 7 
Fax: 240-276-5504 


Note: This email may contain confidential information. lf you_are not the intended recipient, any disclosure, copying or use of 


this email or the information enclosed therein js strictly prohibited, and you should notify the sender for return of any 


attached documents 


From: Rohrbaugh, Mark (NIH/OD) [E] 

Sent: Thursday, June 21, 2018 3:09 PM 

To: Lambertson, David (NIH/NCI) [E] <david.lambertson@nih.gov> 
Ce: Rodriguez, Richard (NIH/NCI) [E] <richard.rodriguez@nih.gov> 
Subject: RE: quick question from a journalist 


From: Lambertson, David (NIH/NCI) [E] 

Sent: Thursday, June 21, 2018 3:05 PM 

To: Rohrbaugh, Mark (NIH/OD) [E] <RohrBauM@OD.NIH.GOV> 
Cc: Rodriguez, Richard (NIH/NCI) [E] <richard.rodriguez@nih.gov> 
Subject: FW: quick question from a journalist 


Hi Mark, 


Thanks, 
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David A. Lambertson, Ph.D. 

Senior Technology Transfer Manager 
Technology Transfer Center 

National Cancer Institute/NIH 


david.lambertson@nih.gov 


http://ttc.nci.nih.gov 


9609 Medical Center Drive, Rm 1-E530 MSC 9702 
Bethesda, MD 20892-9702 (USPS) 

Rockville, MD 20850-9702 (Overnight/express mail} 
Phone (Main Office}: 240-276-5530 


Fax: 240-276-5504 


Note: This email may contain confidential information. If you are not the intended recipient, any disclosure, copying or use of 
this email or the information enclosed therein is strictly prohibited, and you should notify the sender for return of any 
attached documents 


From: Silverman, Ed [mailto:ed.silverman@statnews.com] 
Sent: Thursday, June 21, 2018 11:25 AM 


To: Lambertson, David (NIH/NCI) [E] <david.lambertson@nih.gov> 
Subject: quick question from a journalist 


Hi Dave, 


My name is Ed Silverman and | run the Pharmalot blog at The Boston Globe's STAT health news site, where | track the 
pharmaceutical industry. 


A quick question about the NIH notice to provide a license to Beoro Therapeutics for a cancer drug... 


rospective-grant-of-an-exclusive-patent- 


license-the-development-of-an-anti-bcma-immunotoxin-for-the 


There's not a lot of publicly available information about Beoro and wondering why the agency chose this company. What 
info exists to give taxpayers confidence that such a license would be awarded to a company with the expertise and 
capabilities to develop the technology? 


it seems one of the Beoro folks - Gerhard Niederfellner - worked at Roche. Can you confirm this and provide some 
insight into how this company was chosen? 


Thanks 

ed silverman 
STAT / Pharmalot 
973-493-7851 


www.statnews.com/pharmalot/ 
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From: Plude, Denise (NIH/OD) [E] [/O=NIH/OU=NIHEXCHANGE/CN=RECIPIENTS/CN=PARKSDE] 


Sent: 4/24/2017 6:52:27 PM 

To: Rohrbaugh, Mark (NIH/OD) [E] [/O=NIH/OU=NIHEXCHANGE/cn=OD/cn=ROHRBAUM] 
cc: Wertz, Jennifer (NIH/OD) [E] [/O=NIH/OU=NIHEXCHANGE/cn=Recipients/cn=wertzj] 
Subject: WE 357204 - Response Creation due 5/1 


Attachments: 1a KEl-March_10_2017-3rd-Comments-Zika.pdf; 1b KE!-UACT-April_19_2017-Xtandi-Appeal.pdf; ic Xtandi-March-In- 
Request-Letter-14Jan2016.pdf; Request for Reevaluation of Xtandi Bayh Dole Petition 


Work Folder Information 

Work Folder: WF 357204 

Process: Response Creation 

Program Analyst: Hurlebaus, Lisa (NIH/OD) [E] 

Due Date: May 01, 2017 

WF Subject: OS assignment. KEI & UACT write about the prostate cancer drug, Xtandi (enzalutamide). Asks 
the Government to reconsider the decision not to use the 'march-in' rights, under the Bayh-Dole Act, for this 
excessively-priced drug. (AS-760889) 

IC: od_osp 

From: Goldman, Andrew 

To: Price, TomMattis, Jim 

Remarks: OS assignment. Note to OER & OSP: Please work together to prepare Direct Reply response. You 
should decide/recommend who should sign draft response (Dr. Lauer or Dr. Wolinetz; or someone else?). 
Please provide draft response to Exec Sec in DDRMS by 12:00pm, Monday, May 1, for OD clearances. Thanks 
very much, Lisa Hurlebaus 
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KHOWLEDGE ECOLOGY 
INTERNATIONAL 


March 10, 2017 


Commander 

U.S. Army Medical Research and Materiel Command 
ATTN: Command Judge Advocate 

MCMR-JA, 504 Scott Street 

Fort Detrick, MD 21702-5012 

Via Fax: +1 (301) 619-5034 

Via Email: barry.m.datlof.civ@mail.mil 


Dear Command Judge Advocate: 


This is the third set of comments signed or cosigned by KEI, including our comments on 
December 21, 2017 and the joint NGO comments January 12, 2017, with regards to the grant of 
an exclusive license of patents on a Zika Vaccine by the U.S. Army to Sanofi.’ 


Before responding to the question of the license itself, we offer this comment on the process. 
We had hoped to obtain answers to several questions about the proposed license, but none 
have been forthcoming from the Army. Whose interests are served by the lack of transparency: 
the large French drug and vaccine manufacturer Sanofi, or the U.S. taxpayers and residents who 
pay for the Army’s research budget, and will have to pay if the vaccine is approved by the FDA? 
The lack of transparency seems to be designed to protect the French company from efforts to 
avoid compliance with the provisions of 35 U.S.C. § 209 and 35 U.S.C. § 201(f), and to protect 
the Army from informed criticism of the decision to grant an exclusive license, or their terms. 


Our comments today address the issue of the statutory definition of “practical application.” 


The Army is required to evaluate, before granting an exclusive license on a patent, whether the 
licensee will bring the invention to “practical application,” which is further defined in the 
Bayh-Dole Act as requiring that the licensee make the invention “available to the public on 
reasonable terms.”* As we detail in this submission, courts and other fora in the United States, 


1 Department of the Army, Intent To Grant an Exclusive License of U.S. Government-Owned Patents, 82 
Fed. Reg. 8611 (Jan. 27, 2017); Department of the Army, Intent To Grant an Exclusive License of U.S. 
Government-Owned Patents, 81 Fed. Reg. 89087 (Dec. 9, 2016). 

235 U.S.C. § 201(f). 
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the United Kingdom, South Africa, and the World Trade Organization all have taken the position 
that “reasonable terms” includes, logically, considerations of price. 


Table of Contents 


Practical Application 

Statements by Former Senators Bayh and Dole Regarding Reasonable Terms 
Reasonable Terms in U.S. Case Law 

Reasonable Terms in U.K. Patent Law 

Reasonable Terms in South African Patent Law 


Reasonable Terms as Interpreted by the World Trade Organization 


o 8&© 6&© 8° we WS NN 


Conclusion 


Practical Application 


The term “practical application” is mentioned seven times in 35 U.S.C. § 209 as a condition for 
the grant of an exclusive license on a federally-owned patent, including: 


once in § 209(a)(1)(A), 
twice in § 209(a)(2), 
once in § 209(a)(3), 
once in § 209(c) and, 
twice in § 209(d)(3)(A). 


Practical application is defined in 35 U.S.C. 201(f) as follows: 


(f) The term “practical application” means to manufacture in the case of a composition or 
product, to practice in the case of a process or method, or to operate in the case of a 
machine or system; and, in each case, under such conditions as to establish that the 
invention is being utilized and that its benefits are to the extent permitted by lawor 
Government regulations available to the public on reasonable terms. (Emphasis added.) 


“Available to the public on reasonable terms” is thus a statutory requirement. 


The definition is not simply “available to the public.” The definition is “available to the public on 
reasonable terms.” When an agency only requires a product to be available on any terms, 
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including at unreasonable prices, the public is denied the protection that the statute seeks to 
offer. 


Statements by Former Senators Bayh and Dole Regarding Reasonable Terms 


Some patent holders have argued that “available to the public on reasonable terms” does not 
have anything to do with the price — as if there is some other set of terms that excludes price 
that are covered by the statute. In support of this view, rights holders have referred to statements 
by former Senators Birch Bayh and Bob Dole, including an April 2002 letter to the Editor of the 
Washington Post,’ signed by both, and a statement by Senator Bayh at an NIH meeting on the 
2004 request for the use of march-in rights on the patents on the HIV drug ritonavir.* 


The notion that “available to the public on reasonable terms” does not extend to the price is itself 
an unreasonable interpretation of the plain language of the statute, which is anchored by the 
context of “available to the public.”. Why would Senators Dole and Bayh make that argument? 
Like many former members of Congress, both Dole and Bayh took lucrative jobs in Washington, 
DC, to influence the Congress and the Executive branch. Both have several commercial 
conflicts. In Senator Bayh’s case, he has even argued more than one side of the issue, 
depending upon who, at the time, was paying him. 


Bob Dole joined the law and lobbying firm Verner, Liipfert in 1997. In 1998, Pfizer hired Dole to 
promote the use of Viagra.® In 2000, Bob Dole also filed lobbyist reports for Bob Dole 
Enterprises. From 2000 to 2002, Bob Dole Enterprises listed the pharmaceutical company 
Johnson and Johnson as its largest client, paying $820,000 in fees in three years. 


Senator Bayh also became a lobbyist and a paid influencer after leaving the senate in 1981. 


In 1997, Bayh was hired by Cellpro, Inc. — a small Washington State firm manufacturing an FDA 
medical device that was used in bone marrow transplants — to pursue a march-in case against 
Johns Hopkins University over NIH-funded patents. In a March 3, 1997 petition, Birch Bayh and 
Lloyd N. Cutler (who had served as White House Counsel for Jimmy Carter and Bill Clinton) 
asked Health and Human Services Secretary Donna E. Shalala to grant a march-in license to 
CellPro. The petition focused on the obligation to set “reasonable terms” in the licensing of the 
invention, and the impact of the licensing decisions on the prices faced by consumers. Bayh and 
Cutler wrote that “the interests of the public which paid for the research that led to the patents 
and is now being asked to pay again — cry out for a far lower royalty payment by CellPro.” The 
petition also made reference to royalty layering as “a common problem that leads to 


3 Birch Bayh and Robert Dole, “Our Law Helps Patients Get New Drugs Sooner,” Washington Post, A28 
(Apr. 11, 2002). 

4 Statement of Senator Birch Bayh to the National Institutes of Health, May 25, 2004, available at: 
httn/Awwwessentialinventions ore/druq/nines252004/birchbayh. of 

° “Pfizer Hires Bob Dole for TV Ad Campaign,” Associated Press, December 12, 1998, available at: 
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unreasonably high royalties (and prices of medical care) that should be dealt with by regulation.”® 
They wrote: 


“CellPro submits that there may well be reason for the government to adopt regulations 
covering situations like the present where the same product may be claimed to be 
covered by patents arising out of work done by more than one federal grantee. Moreover, 
investigation may be needed to determine whether the royalty “layering” that plainly exists 
in the present case -- where federal grantee Johns Hopkins has licensed to Becton 
Dickinson, which apparently marked up the price and relicensed to Baxter, which in turn 
clearly marked up the price and relicensed to Systemix and Applied Immune Systems -- 
is acommon problem that leads to unreasonably high royalties (and prices of medical 
care) that should be dealt with by regulation.” 


On June 14, 2001, Birch Bayh joined Venable, Baetjer, Howard & Civiletti as a partner, where he 
focused on “the firm's growing public policy advocacy practice.” The following year, Bayh joined 
Dole in writing a letter to the editor of the Washington Post attacking the notion expressed by 
Professors Peter Arno and Michael Davis — argued in a March 27, 2002 Washington Post 
editorial’ — that “available to the public on reasonable terms” includes a requirement to set 
“reasonable prices.” 


Bayh also took this position in the 2004 ritonavir march-in case, when he claimed that he was 
not paid to provide evidence in the hearing. But, Bayh did not disclose that Venable, the firm 
where he was a partner, represented Abbott, the holder of the ritonavir patents. Bayh would 
continue to appear on behalf of the firm to give evidence of what the Bayh-Dole Act meant, 
including, for example, ina December 23, 2010 amicus brief in Stanford University v. Roche 
Molecular Systems,°® where the Supreme Court rejected Bayh’s interpretation.° 


® Lloyd N. Cutler and Birch Bayh, Letter to Secretary of Health and Human Senices Donna E. Shalala, 

March 3, 1997, available at: hitos //ias00409._us archive. ora/iofitems/nih celloroficia. cellorol och 

’ Peter Arno and Michael Davis, “Paying Twice for the Same Drugs,” Washington Post, A21, Mar. 27, 2002, 

hitos Jw. washinctonpost.com/archive/oninions/2002/03/2 7/paying-twice-for-ihe-same-cruds/coStaad)-ca 

af-450¢-aSSt-cO/2i699893i/; Peter Arno and Michael Davis, Why Don't We Enforce Existing Drug Price 

Controls? The Unrecognized and Unenforced Reasonable Pricing Requirements imposed upon Patents 

Deriving in Whole or in Part from Federally Funded Research, 75 Tulane L. Rev. 631-98 (2000). 

® Brief of Birch Bayh as Amicus Curiae in Support of Petitioner (Dec. 23, 2010), Stanford Univ. v. Roche 

Molecular Systems, Inc., 563 U.S. 776 (2011), available at: 

nites /fouc stanford edu/sites/defauit/fles/brief aricus curae of birch bayh december 23 2010 pdf John 

F. Cooney and Michael A. Gollin, Venable team files Amicus Brief for Senator Bayh in support of Bayh-Dole 

Act in Stanford v. Roche, January 14, 2011, available at: 

httes www. venable com/venable-team-files -amicus-brief-for-senator-ba 
ford-vrache!-OL-14-2011/. 


— 


tein-suport-of-bayh-dale-act-in-ista 


° Stanford Univ. v. Roche Molecular Systems, Inc., 563 U.S. 776 (2011); James E. Nelson and Stephanie T. 
Anelli, Stanford v. Roche: The importance of Precise Contract Drafting, Venable (July 2011), 
le OS: LAAN. Ve rable cam/fiies/P ublic us Gh09- 463a-ahle-269 faadiic/Preyew/PublicationAtiach 
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Bayh argued in 2004 that Arno and Davis misinterpreted the legislative history of the Bayh-Dole 
Act as regards protections against unreasonable prices.*° However, Bayh’s criticism focused on 
the nuances of the legislative history of the march-in provisions of the Bayh-Dole Act (35 U.S.C. 
§ 203), and not the arguments made by Arno and Davis with regards to the way that the courts 
have interpreted “reasonable terms” to include a “reasonable price.” And, while Bayh’s written 
submission for the ritonavir case is correct to point out that the section of the Committee report 
(S. Rep. No. 96-480) on S. 414 (which became the Bayh-Dole Act) that addresses “windfall 
profits” does not apply to the current march-in rights provision, he does not address the definition 
of “practical application.” Bayh also acknowledged that there were concerns about patent 
owners taking unfair advantage of the government-funded patent rights, a topic for which the 
march-in provision was often cited as a remedy in the discussion of more than one bill on 
government-funded patent rights. 


In further evaluating the legislative history of the march-in provision, Bayh stated that Arno and 
Davis misquoted an exchange at a 1979 Committee hearing on S. 414 between himself and the 
Comptroller General of the United States, Elmer Staats, to imply that Bayh believed that the 
intention of the march-in provision of the bill was to prevent “the large, wealthy corporation to take 
advantage of Government research dollars and thus to profit at the taxpayers’ expense.” Bayh is 
correct to note that this statement was not made with explicit reference to the march-in 
provision, however, as Bayh himself noted in his own 2004 testimony on the ritonavir case, he 
stated in his 1979 testimony that he believed that, overall, “We thought we had drafted this bill in 
such a way that this was not possible.” Moreover, neither his statement nor Staats’ addressed 
the definition of “reasonable terms” or the prices of patented inventions.“ Thus, it appears that, 
in 1979, Bayh did believe that the bill was drafted to prevent “corporations [taking] advantage of 
Government research dollars” and from unduly “profit[ing] at the taxpayer’s expense,” a position 
he also took in the 1997 Cellpro case (see above), where he expressed concern over the impact 
of the patent licensing terms on the prices charged to consumers. 


Bayh also argued that the NIH has concluded that reasonable pricing requirements in relation to 
industry collaborations is contrary to the Bayh-Dole Act. The NIH language he quotes — from a 
non-binding report issued 21 years after the passage of the Bayh-Dole Act — does not, however, 
make any legal conclusions, but rather argues that the Bayh-Dole Act should be interpreted in 
light of present-day policy realities. 


Reasonable Terms in U.S. Case Law 


“Reasonable terms” has been regularly interpreted in case law in both federal and state courts to 
include price. 


1° Statement of Senator Birch Bayh to the National Institutes of Health, May 25, 2004. Available at: 
htt /Awww.eessentialinventions ore/druq/nines252004/birchbayh. of 

1 The University and Small Business Patent Procedures Act, Hearings before the S. Comm. on the 
Judiciary on S. 414, 96 Cong. 44 (May 16, 1979). 


KEI Comments RE Army Intent to Grant Exclusive License Page 5 of 10 


REL0000023888.0001 


in American Liberty Oil Co. v. Fed. Power Commn, the Fifth Circuit Court of Appeals interpreted 
the Natural Gas Act's provision allowing the Federal Power Commission to establish “reasonable 
terms and conditions” as including price.’* See also, United States v. Mississippi Vocational 
Rehab. for the Blind, 812 F. Supp. 85, 87-89 (S.D. Miss. 1992) (interpreting 20 U.S.C. § 107d-3 
provision allowing for federal entities to negotiate reasonable terms as including price). 


In a case regarding the abuse of monopoly power, the Sixth Circuit Court of Appeals in Byars v. 
Bluff City News Co. stated that “The difficulty of setting reasonable terms, especially price, 
should be a substantial factor when confronted with the latter situation.”*° 


In Topps Chewing Gum, Inc. v. Major League Baseball Players Ass'n, 641 F. Supp. 1179 
(S.D.N.Y. 1986), an antitrust case, the Court recounted facts on the record, including a 
willingness of the players association to negotiate a license on “commercially reasonable terms,” 
which the Court “assume[d] means at a price higher than Topps currently pays under its player 
contracts.” /d. at 1191. 


In contractual and commercial matters governed by the Uniform Commercial Code, Art. 9, 8 
610, on the disposition of collateral after default, contains an official comment on the “Relevance 
of Price” that suggests that price may not allow for a per se violation, but is to be considered: 
“While not itself sufficient to establish a violation of this Part, a low price suggests that a court 
should scrutinize carefully all aspects of a disposition to ensure that each aspect was 
commercially reasonable.” See also 68A Am. Jur. 2d Secured Transactions § 646 (1993) 
(stating that price is a term of commercial reasonableness, but low price alone will not render a 
sale commercially unreasonable). 


Under the proceeds test under Article 9, some courts have accordingly held that price is aterm 
of commercial reasonableness. See, e.g., /TT Indus. Credit Co. v. Chasse, 25 U.C.C. Rep. 
Serv. (CBC) 914, 917-18 (Conn. Super. Ct. 1978); Farmers Bank v. Hubbard, 276 S.E.2d 622, 
626-27 (Ga. 1981) (price is term of commercial reasonableness that secured party must 
establish is fair and reasonable); McMillian v. Bank S., N.A., 373 S.E.2d 61, 62 (Ga. Ct. App. 
1988) (sale's method and manner were commercially reasonable, but that price was a “term”); 
FDIC v. Herald Square Fabrics Corp., 439 N.Y.S.2d 944, 955 n.8 (N.Y. App. Div. 1981) (stating 
that a “wide or marked discrepancy in disposal and sale prices is an independently adequate 
reason to question the commercial reasonableness of a disposition’). 


Reasonable Terms in U.K. Patent Law 
In the United Kingdom, the Patents Act 1977 includes a “reasonable terms” requirement in § 


48A, on compulsory licensing in the case of WTO proprietors, providing for the ability to obtain 


% 301 F.2d 15 (Sth Cir. 1962). 
8 609 F.2d 843, n.58 (6th Cir. 1979). 
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compulsory licenses in cases where “demand in the United Kingdom for that [patented] product 
is not being met on reasonable terms,” or for a refusal to license on reasonable terms.** The 
U.K. Manual of Patent Practice, an official government document provided by the Intellectual 
Property Office, explains that the requirement of reasonable terms is meant to contemplate 
price: 


48A.03 

The applicant needs to show that such a demand is not being met on reasonable terms. 
What constitutes “reasonable terms” depends on a careful consideration of all the 
surrounding circumstances in each case, eg the nature of the invention, the terms of any 
licences under the patent, the expenditure and liabilities of the patentee in respect of the 
patent, and the requirements of the purchasing public. The price charged by the patentee 
should be a bona fide one and not one adopted to suppress or depress demand.*® 


The Manual of Patent Practice cites the case of Brownie Wireless Co Ltd's Applications (1929) 
46 RPC 457 as instructive. In that case, the Court addressed the question of reasonable terms 
in a case involving a refusal to license patents used for radio amplifiers. The case involved a 
prior version of the UK patent law (§ 27 of the Patents and Designs Act 1907 and 1919), which 
provided for compulsory licenses in cases of an abuse of the patent right, explicitly including 
excessive pricing.’® The Court stated that “reasonable terms” was an “elastic phrase:” 


The grant of the licence which is refused must be a grant "on reasonable terms", an 
elastic phrase which can only be construed with certainty with reference to the actual 
facts of each particular case. No one can hope to lay down any exhaustive rules to 
enable the question whether the terms of a proposed licence are reasonable or not to be 
answered with certainty in every case. The answer to the question must in each case 
depend on the careful consideration of all the surrounding circumstances. The nature of 
the invention covered by the patent, the terms of the licences (if any) already granted, the 
expenditure and liabilities of the patentee in respect of the patent, the requirements of the 
purchasing public, and so on.*’ 


In the case of Cathro's Application (1934) 51 RPC 75, the Court addressed an application for a 
compulsory license of patents pertaining to electric valves, on grounds that demand was not 
being met on reasonable terms under § 27 of the Patents and Designs Acts 1907 to 1932.*° The 
Court cited Brownie Wireless, stating: 


4 The Patents Act, 1977 (as amended), Section 48A(1)(a)-(b). 
% The Manual of Patent Practice is available at 


8 Brownie Wireless Co Ltd's Applications (1929) 46 RPC 457. Available at hitos://goo.cl/okSKBY. 
Id. at 473. 


8 Cathro's Application (1934) 51 RPC 75. Available at hitos://goo.ai/EUbKe2. 
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Now I think in the first place that the expression “on reasonable terms" in paragraph (c) 
refers mainly to the price charged for the patented article, and | am fortified in this view by 
a consideration of the summary of the kinds of abuses dealt with by Section 27 given by 
Mr. Justice Luxmoore in Brownie Wireless Company's Applications (46 RP.C. at page 
471) where the reference to “excessive price" (see line 31) clearly refers to the abuse 
covered by paragraph (c). No doubt, however, this statement of the 30 learned Judge 
should not be considered to be exhaustive as to the scope of the paragraph, and it may 
be that in some cases other terms than those referring merely to price should be taken 
into account.’® 


Reasonable Terms in South African Patent Law 


South Africa has a similar provision in its patent law for compulsory licenses where there has 
been an abuse of the patent right, including where “demand for the patented article in the 
Republic is not being met to an adequate extent and on reasonable terms.””° 


In a case on this issue, Afitra Ltd v. Carlton Paper of SA 1992 BP 331, the Court of the 
Commissioner of Patents referred to the UK decisions in Cathro’s Application and Brownie 
Wireless among others as being persuasive, and held that “on the charge of not granting a 
licence, the Court should be provided with evidence indicating, with reasonable precision, what 
reasonable terms are.”** While the compulsory license in that case was denied, it failed because 
the petitioner had not met its evidentiary burden of demonstrating the price to be unreasonable. 


Reasonable Terms as Interpreted by the World Trade Organization 


In the dispute settlement case of Mexico-Telecoms brought before the World Trade Organization 
(case DS204), the WTO addressed the question of what constituted “reasonable terms.” The 
complaint brought by the United States alleged, inter alia, that Mexico had violated its 
commitments under GATS by failing to ensure access to and use of public telecommunications 
transport networks and services on reasonable and non-discriminatory terms and conditions for 
the supply of basic and value-added telecommunications services.” 


The United States put forward an argument regarding restricted supply directly linked to pricing: 


9 fd. at 

7° Patents Act No. 57 of 1978, section 56(2)(c). Available at 
2 Afitra Ltd v. Carlton Paper of SA 1992 BP 331, available at 
http /Awwawwioe inscp/en/excentions/reniies/safrica. html. 
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N.230 In terms of the context, the United States argues that the interconnection 
obligations of Section 2 are especially important for the cross-border supply of basic 
telecom services — particularly in markets like Mexico, which legally bar foreign service 
suppliers from owning facilities and therefore force foreign suppliers to rely on the major 
supplier to deliver their services to the end-user. In such cases, foreign suppliers have no 
choice but to pay a domestic service supplier (such as Telmex) an interconnection rate 
to terminate their calls. As a result, the major supplier has the power and incentive to 
price this input at levels which extract as much revenue as possible from cross-border 
suppliers. Thus, by raising the wholesale price of cross-border interconnection, the major 
supplier has the power to raise the retail price, reduce demand for the retail service, and 
thereby restrict the cross-border supply of services into Mexico. 


The Panel found that “terms” would implicitly include pricing elements: 


VIL325 As discussed in part B of these findings, the words “terms and conditions" may 
have many meanings. In relation to contracts and agreements, the word “terms” is 
defined to mean "conditions, obligations, rights, price, etc., as specified in contract or 
instrument", while "condition" is defined, inter alia, as “a provision in a will, contract, etc., 
on which the force or effect of the document depends". Although the words "terms" 
and "conditions" are closely related, and are frequently used concurrently, the 
ordinary meaning of the word “terms” suggests that it would include pricing 
elements, including rates charged for access to and use of public 
telecommunications transport networks and services. (Emphasis added.) 


Conclusion 


In our past submissions, provided as separate attachments along with this letter, we have 
argued that an exclusive license in this case is contrary to provisions in the Bayh-Dole Act that 
require that the Army evaluate the “reasonable and necessary” incentives required by Sanofi. 
Sanofi already receives significant funding from the government to conduct clinical trials, has a 
CRADA with the Army, and would receive both significant data exclusivity protections and a 
priority review voucher for successfully bringing a Zika vaccine to market. 


if, however, the Army decides to grant an exclusive license, it has a clear obligation to ensure 
that the license includes terms that provide for a reasonable price. 
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We request a meeting to discuss these issues with you in further detail. 


Sincerely, 
fi AF 
ad ; : 
paee -- Fe) Khe ie 


Andrew S. Goldman, Esq. 
Counsel, Policy and Legal Affairs 
andrew.goldman@keionline.org 


Zack Struver 
Communications & Research Associate 
zack.struver@keionline.org 


/ a 
(Vane (Age. 


James Love 
Director 
james.love@keionline.org 


Knowledge Ecology International 
1621 Connecticut Ave NW Suite 500 
Washington, DC 20009 

+1 (202) 332-2670 


nittoy/keiontine.ora 
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OLOGY 


KNOWLEDGE EC 


, RE UNION FOR AFFORDABLE 


CANCER TREATMENT 
April 19, 2017 


The Honorable Tom Price, M.D. 

Secretary 

Department of Health and Human Services 
200 Independence Avenue, S.W. 
Washington, D.C. 20201 

Via: Thomas.Price@hhs.gov 


The Honorable Jim Mattis 

Secretary 

Department of Defense 

1400 Defense Pentagon 

Washington, D.C. 20301-1400 

Via: whs.pentagon.esd.mbx.cmd-correspondence@mail.mil 


Dear Secretaries Price and Mattis: 


Knowledge Ecology International (KEI) is a non-profit organization with offices in Washington, 
DC. The Union for Affordable Cancer Treatment (UACT) is a non-profit cancer patient group. 
More about each group is available on their respective web pages: hiip://keionling.ora and 
htip-/carcerunion.org. 


This letter is to request that the United States Government reconsider the decision of the 
Obama Administration to deny our petition, initially filed in January 2016, that the government 
use its rights in patents under the Bayh Dole Act (35 U.S.C. §§ 200 et seq.) for the 
excessively-priced, blockbuster drug enzalutamide (marketed by Astellas Pharma as Xtandi). 
The initial petition highlighted the possibility of using either march-in rights under 35 U.S.C. § 
203, or the royalty-free rights in the patents under 35 U.S.C. § 202(c)(4), in order to allow for 
generic competition and more affordable prices. The petition is attached. 


The failure to act on behalf of the American people in this case was a deliberate choice made by 
the previous administration, to accept an outcome that has U.S. residents paying far more than 
any other country for a drug invented with taxpayer funding. 


Given the Trump Administration’s promise to make great deals for American citizens, we believe 
that this case is well-suited to review with new attention. In short, does the Trump 
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administration support a policy that Americans will pay more than patients in any other country 
on the planet for a medicine that was created with American tax dollars? 


In the initial petition, HHS was urged to act to permit competition in the supply of the drug when 
the prices in the United States were higher than the median prices of countries with comparable 
incomes and large economies. 


Moreover, in addition to the policy that the U.S. should not pay higher prices than other high 
income countries, the HHS should also have a policy to address the cases where high prices 
outside of the United States present access barriers, for example, in developing countries where 
prices are excessive and incomes are low. 


The KEI/UACT Xtandi Petition 


The 26-page KEI/UACT petition focused on the fact that Astellas Pharma, a Japanese 
corporation, is currently charging American citizens more than $130,000 per patient per year for 
Xtandi, an effective and important medicine for prostate cancer. That price is more than any 
other country in the world, and three to four times the price charged in other high-income 
industrialized countries, including Japan. The excessive price is in spite of the fact that the drug 
was developed using U.S. taxpayer money via grants from the National Institutes of Health 
(NIH) and the Department of Defense. 


We also noted that the cost of Xtandi to Medicare has ballooned in recent years, up from $34.9 
million in 2012 to over $447 million in 2014. In 2015, Medicare paid a total of over $790 million 
for Xtandi, representing 69% of U.S. sales and 41% of global sales for the drug. Sales of Xtandi 
are projected to increase substantially in the coming years. 


Finally, we argued that those high prices have resulted in high copayments and limited access 
for patients in the United States, including those who receive prescription drug benefits through 
Medicare." 


The KEI/UACT petition drew a significant amount of attention and support, including: a 
bicameral letter of support from six members of the House of Representatives and six members 
of the Senate; a letter of support from over fifty international non-governmental organizations; 
and many articles in a wide variety of media publications.” 


In June 2016, Director Collins rejected the KEI/UACT petition in a two-page letter, failing to 
address the argument regarding high prices, and instead grounding the rejection on the 
absence of evidence of shortage of supply. He stated that the petition “provides no information 


' See: hitov/keionline.org/node/24gs. 


Request for reevaluation of Xtandi/enzalutamide Bayh Dole Petition Page 2 of 5 


REL0000023888.0002 


and no information was provided from public sources to suggest that enzalutamide is currently 
or will be in short supply.” 


KEI/UACT never argued that shortage of supply was the issue; the issue was then and remains 
now that a Japanese corporation is charging Americans an excessive amount, far more than 
anywhere else in the world, to the detriment of American patients and taxpayers. The rejection 
thus failed to contend with a central point of the petition — that the excessive, discriminatory 
prices of Xtandi are unreasonable. Director Collins also neglected to explain why the federal 
government should not use the royalty-free rights in the patents to address the pricing abuses. 
The royalty free rights are a separate provision under the Bayh Dole Act that the government 
may use at any time, for any reason, and without precondition, on federally-funded inventions. 


KEI filed comments with the Department of the Army in a separate proceeding that are germane 
to this issue, and are attached here for consideration with the Xtandi petition.* In those 
comments, KEI addressed the statutory phrase “practical application,” defined under 35 U.S.C. 
§ 201(f) to include “available to the public on reasonable terms,” including a discussion of the 
contradictory statements made by Senators Birch and Dole during their post-Senate careers on 
the relationship between the term “available to the public on reasonable terms” and the price the 
public pays. This attached submission also provided examples where the term “reasonable 
terms” was interpreted to include price. 


Revisiting the Petition under the Trump Administration 


President Trump has rightfully spoken many times about the problem of outrageous drug prices, 
both during his campaign and after. In January 2017, President Trump stated that the 
pharmaceutical industry was “getting away with murder,” and in his address to Congress again 
focused on the problem of high drug prices and his intent to “bring them down immediately.”° 


President Trump’s statements echo the sentiments of a broad bipartisan consensus across the 
country. In a widely reported public opinion poll from October 2016, 74 percent of the American 
public viewed making high-cost drugs for chronic conditions affordable as a top priority for the 
incoming administration and Congress, and a majority of the public likewise said that 
government action to lower prescription drug prices was a top priority.° 


3 KEI’s comments can also be viewed here: 
hic /keionling ora/sites/defguifies/KEl-March 10 2017-Srd-Comments-Zika oct. 


4 htto Awww reuters com/anicie/us-usa-trump-druapricing-idlUSKBN14V24J 
5 


nite /Ahehill com/policy/neaithcare/32 7 7 06-trump-to-congress-we-must-hring-down-drug-prices-immediate 
iy 
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President Trump could take decisive action to address the problem of high drug prices in this 
instance by instructing the government to use its authority in this case under the existing Bayh 
Dole law. 


Review of the Xtandi Petition Should Be Undertaken By An Impartial Office 


If the government does proceed in reevaluating the Xtandi request, we ask that the 
Administration place this decision in the hands of a neutral party who does not have an 
established and documented predisposition against the use of government rights under Bayh 
Dole. It is clear from numerous statements by NIH officials, including Dr. Mark Rohrbaugh, a 
Special Advisor for Technology Transfer and the former head of the NIH’s Office of Technology 
Transfer, and Director Francis Collins, that the decision on this issue should not rest with them. 
In December 2016, Mr. Rohrbaugh stated on several occasions that “it is not our mission to 
contro! drug prices,”’ and that, “N.I.H. has made it clear that its job is not to decide prices of 
drugs, period.”® 


Similarly, Director Collins responded to questions by Senator Durbin at a hearing of the Senate 
Labor-HHS appropriations subcommittee on April 7, 2016 by stating that he did not believe that 
march-in rights under the Bayh Dole Act were intended to address problems of price but rather 
to address problems of access, and that he was concerned “about the negatives that may flow 
forward, if we use march-in rights in a very broad way about drug pricing."® To this, Senator 
Durbin responded that problems of access go beyond physical accessibility, saying, “if a drug is 
overpriced, it is not accessable.” 


Conclusion 


KEI and UACT believe, along with many others, that this case continues to have merit and 
tremendous significance in the urgent fight against out-of-control drug prices. We believe that 
the Obama Administration made a mistake in not acting. And, we believe that the Trump 
Administration has an opportunity to rectify that mistake, and to take bold action here for the 
benefit of patients, consumers, and taxpayers. 


We request a meeting to discuss this matter in further detail. 


Sincerely, 


’ httos /Awww_buzzfeed. com/danvergano/nih-druc-civeawa 


8 


nites Jw. oytimes com/20 19/12/41 o/health/narnessing-the-us-laxpayer-to-fight-cancer-and-make-profts. 
nimi’e reo 
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Andrew S. Goldman 

Counsel, Policy & Legal Affairs 
Knowledge Ecology International 
202-332-2670 
andrew.goldman@keionline.org 


Cc: Francis Collins, M.D., Ph.D. 
Director 

National Institutes of Health 
9000 Rockville Pike 

Bethesda, MD 20892 

Via: Francis.Collins@nih.hhs.gov 
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KNOWLEDGE ECOLOGY 


INTERNATIONAL UNION FOR AFFORDABLE 


CANCER TREATMENT 


January 14, 2016 


The Honorable Sylvia Mary Mathews Burwell 
Secretary 

Department of Health and Human Services 
200 Independence Avenue, S.W. 
Washington, D.C. 20201 

Via: Sylvia.Burwell@hhs.gov 


Francis Collins, M.D., Ph.D. 
Director 

National Institutes of Health 
9000 Rockville Pike 

Bethesda, MD 20892 

Via: Francis.Collins@nih.hhs.gov 


The Honorable Ashton Carter 
Secretary 

Department of Defense 

1400 Defense Pentagon 
Washington, D.C. 20301-1400 


Via: ashton.b.carter.civ@mail.mil; whs.pentagon.esd.mbx.cmd-correspondence@mail.mil 


Dear Secretaries Burwell and Carter and Director Collins: 


Introduction 


Knowledge Ecology International is a non-profit organization with offices in Washington, DC and 
Geneva, Switzerland. The Union for Affordable Cancer Treatment (UACT) is a non-profit cancer 


patient group. More about each group is available on their respective web pages: 
nite: //keionline.org and hitpy/cancerunion.org. 


This letter is a request that the U.S. federal government use its rights in patents for the prostate 
cancer drug (enzalutamide), marketed under the brand name of Xtandi by Japan-based Astellas 
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Pharma. This is a product that has an average wholesale price (AWP) of $129,269 per year,’ 
and which is far more expensive in the United States than in other countries. 


Specifically, we ask the Department of Health and Human Services (DHHS), National Institutes 
of Health (NIH), and/or the Department of Defense (DoD) to use its royalty-free rights in the 
relevant patents, or to grant this request for march-in rights. The relevant patents include, but 
are not limited to, the three patents listed in the FDA Orange Book for Xtandi (7709517, 
8183274, and 9126941), all of which were granted to the Regents of the University of California, 
a public institution. All three inventions were made with the support of the United States 
government under National Institutes of Health SPORE grant number 5 P50 CA092131 and 
Department of Defense (Army) grant number W81XWH-04-1-0129. 


The statutory basis for the request includes 35 U.S.C. § 202(c)(4), for the royalty-free rights in 
the patents, and 35 U.S.C. § 203(a)(1-3), noting that the term “practical application” of an 
invention in 35 U.S.C. § 203(a)(1) is defined by 35 U.S.C. § 201(f) to require that the benefits of 
an invention are “available to the public on reasonable terms.” It is our contention that the 
pricing of Xtandi is excessive and discriminatory as regards U.S. citizens. 


Xtandi is an expensive drug everywhere, indeed so expensive that access is extremely limited 
in many countries. But, based upon our research, the prices in the United States are far higher 
than any other country in the world, despite the fact that the critical research benefited from U.S. 
taxpayer funded grants from the NIH and DoD. 


More generally, we ask the U.S. federal government to adopt the policy that the federal 
government will use its royalty free rights, or grant licenses under federal march-in rights, when 
prices in the United States are excessive, and/or higher than they are in high income foreign 
countries, and to apply that policy in this case for patents on enzalutamide. 


Such an approach would be in accord with the policy and objective of the Bayh-Dole Act as 
stated in 35 U.S.C. § 200, to “protect the public against nonuse and the unreasonable use of 
inventions...” [emphasis added]. 


The analysis in this document includes the following topics and tables. 


1. Prices for Xtandi are much higher in the United States than in other high income 
countries, 

The high prices for Xtandi create hardships on U.S. patients, 

The cost of Xtandi to Medicare, 

Astellas and Medivation projections of Xtandi sales, 

The role of the U.S. government in funding research on Xtandi, 

Enzalutamide is an important cancer drug, 


oar oN 


1 $88.48 per 40 mg unit, four times a day, 365.25 days per year. 
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7. The University of California at Los Angeles (UCLA) interest in the patents, 
8. Orange Book patent claims for Xtandi, 

9. Non-patent exclusivity, 

10. Generic supply, 

11. Xtandi R&D investments through the 2012 approval for the lead indication, 
12. Clinical trials on enzalutamide, including trials subsequent to 2012 NDA, 
13. Licensing terms, including reasonable royalty, 

14. Funding of research to further develop enzalutamide, 

15. Standard for determining the Xtandi prices are unreasonable. 

16. Conclusion 


Tables: 


Table 1.1: Prices for Xtandi 40mg capsule/tabs, in the United States and 13 high income 
countries. 

Table 2.1: Prior authorization requirements and formulary tiers for seven insurers providing 
reimbursements for Xtandi/enzalutamide 

Table 3.1: Xtandi/Enzalutamide/Medicare Part D, 2012 to 2014 

Table 4.1: Actual and projected Xtandi sales, FY2013 to FY2015 

Table 4.2: Actual Xtandi sales, U.S., 2012 to 2014 

Table 8.1: Xtandi Patents 

Table 11.1: Trials Reported in FDA Medical Review for 2012 Approval for Xtandi 

Table 11.2: Trial enrollment cited in in FDA medical reviews for lead indication of new drugs, 
2010 to 2014 

Table 11.3: R&D expenditures on Xtandi, 2005-2012 (in thousands of USD) 

Table 11.4: R&D expenditures on Xtandi, 2013 and 2014 (in thousands of USD) 

Table 12.1: Number of trials funded by Industry, NIH, other “U.S. Fed” and “Other,” as reported 
in ClinicalTrials.Gov, January 6, 2016. 

Table 12.2: Number of trials funded by Astellas and/or Medivation, as reported in 
ClinicalTrials.Gov, January 6, 2016. 

Table 15.1: US Average Wholesale Price, relative to prices in reference countries 
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1. Prices for Xtandi are much higher in the United States than in other high income 
countries. 


Xtandi is sold in 40 mg capsules or tablets, and is prescribed for daily use for as long as the 
drug continues to be effective and tolerated. The typical dose of Xtandi for the treatment of 
prostate cancer is 4 x 40 mg per day. 


The U.S. average wholesale price (AWP), according to Redbook data published April 2015, was 
$88.48 per 40 milligram capsule, which amounts to $353.92 per day, or $129,269.28 per year 
(365.25 day year). The average price for Medicare in 2014 was $69.41 per capsule,” or 
$101,408.01 for a full year’s treatment. 


Astellas Pharma, a Japanese-owned drug company, is exploiting the weak response of the 
United States to excessive pricing of drugs, and is charging U.S. consumers and third-party 
payers roughly two to four times as much as the prices in other high income countries. For 
example, in Norway, a country with a per capita income of $103,630 in 2014, the price is $32.43 
per 40 mg capsule, just 47 percent of the US Medicare price, and 39 percent of the Redbook 
AWP for the U.S. private sector. 


In Australia, the price is $23.46 per capsule, roughly one third of the U.S. Medicare price. In 
Quebec, Canada, the price is $20.12 per capsule, just 29 percent of the U.S. Medicare price, 
and 24 percent of the U.S. AWP. 


Astellas Pharma, the company that holds the rights to market Xtandi, is a member of the 
Japan-based Mitsubishi UFJ Financial Group (MUF4J) keiretsu. Note that in Japan, the price per 
40 mg unit of this UCLA-invented drug is $26.37, less than one-third of the U.S. AWP. 


In our opinion, it is unreasonable, and indeed outrageous, that prices are higher in the United 
States than in foreign countries, for a drug invented at UCLA using federal government grants. 


? See Centers for Medicare and Medicaid Services Medicare Drug Spending Dashboard, available at: 
nitos /Awww.cms cov/Research-Statistics-Data-and-Systems/Statistics-Trends-and-Reports/Dashboard/Medi 
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Table 1.1: Prices for Xtandi 40mg capsule/tabs, in the United States and 13 high income 


Price per 
unit, USD 


$88.48 


Percent 
of 2015 


AWP 


2014, GNI Per 
Capita, Atlas 


$42,960 


$47,640 


countries. 

Price per unit, 

national 
Country currency 

USA, April 2015 AWP 88.48 USD 
USA, 2014 Medicare 69.41 USD 
on ees cae ce 
Belgium 29.15 EUR 
Canada, Quebec 28.35 CAN 
‘France 24.75 EUR 
‘Germany, public 
‘insurance 34.19: EUR 
Italy, procurement price 24.08 EUR 
Japan 3,138.80 Yen 
‘The Netherlands : 29.15: EUR 
‘Norway 294.78 NOK 
Spain 29.98 EUR 
‘Sweden — 224.705 SEK 
‘Switzerland : 35.82 CHF 
UK 24.42 GBP 


*Only 2013 was available for Switzerland. 


2. The high prices for Xtandi create hardships on U.S. patients. 


$42,000 
$51,890 
$103,630 
$29,440 
$61,610 
$88,120" 
$43,430 


Recent clinical studies indicate that treatment delays may be harmful to patients. While the drug 
is relatively new, clinicians are now recommending that doctors prescribe Xtandi before 
prescribing other drugs that target the same androgen axis, to prevent the development of drug 


resistance. 


Since 2014, the FDA has expanded the use of Xtandi to first line treatment for metastatic 
castration-resistant prostate cancer (nCRPC) based on the phase III PREVAIL clinical trial. 
Currently Xtandi (FDA approved, 2012), Zytiga (FDA approved, 2011), and Taxotere (FDA 
approved, 2004) are the top three prescribed drugs in first line metastatic CRPC treatment.® 
However, using Taxotere before Xtandi has been shown to decrease the effectiveness of Xtandi 


3 Flaig TW et al. Treatment evolution for metastatic castration-resistant prostate cancer with recent 
introduction of novel agents: retrospective analysis of real-world data.Cancer Med. 2015 Dec 29. 
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by a median overall survival of 15.8 months.* Zytiga and Xtandi are both oral therapeutics that 
target the androgen signaling axis, and although prospective head-to-head comparison clinical 
trials are still ongoing, retrospective analysis data have indicated that there is a clear clinical 
cross-resistance between the two drugs.” In fact, in a study conducted by Schrader et a/., it was 
reported that 48.6% of patients who previously took Zytiga and Taxotere were completely 
resistant to Xtandi.° Based on the susceptibilities of individual patients, oncologists may want to 
prescribe Xtandi over Zytiga for its toxicity profile or to patients who cannot tolerate low-dose 
steroids.° If insurance companies were to restrict the use of Xtandi in favor of Zytiga or 
Taxotere, it would likely prove detrimental to the survival of those patients. 


As a direct result of the high price charged by Astellas, U.S. insurance companies and other 
third party payers have predictably restricted access to Xtandi. Insurers discourage prescribers 
by requiring restrictive prior authorizations that prevent use of Xtandi before a patient has failed 
other treatments. UnitedHealthcare, for example, noted in a memorandum that “Supply limits 
and/or Step Therapy may be in place.”’ 


Table 2.1 shows information from insurance formularies from across the United States, including 
whether prior authorization is required and what tier the insurer has placed the drug on in their 
formulary. Higher tiers generally indicate higher copays and restricted access, and insurers 
generally use 3- or 5-tier systems. (See the next section for a discussion of Medicare spending 
on Xtandi.) 


Table 2.1: Prior authorization requirements and formulary tiers for seven insurers 
providing reimbursements for Xtandi/enzalutamide. 


Payer | Formulary -—sTier_Prior Authorization 
pars aa ere T a a ee sscRescmusracsiat 3s - : i inicio 
| Maisar Pammaneuité | : Exchange Formulary® 4 2 No 
pore PRCA pieereeeeinen 2, Scere — oe cana Se = re porn " 
some aerate aie Catan aac Se eee jpetshaia tacts es | és : — sedans aie 


4 Crawford ED et a/. Treating Patients with Metastatic Castration Resistant Prostate Cancer: A 
Comprehensive Review of Available Therapies. J Urol. 2015 Dec;194(6):1537-47. 

5 Zhang T. et al. Enzalutamide versus abiraterone acetate for the treatment of men with metastatic 
castration-resistantprostate cancer. Expert Opin Pharmacother. 2015 Mar;16(4):473-85. 

® Schrader AJ et a/. Enzalutamide in castration-resistant prostate cancer patients progressing after 
docetaxel and abiraterone. Eur Urol. 2014 Jan;65(1):30-6. 

7 hitos coo G/PFIB Kt 


® hips: healthy kalserpermanents.org/static/health/odfsformularyimid/mid exchange formulary odf 


0 hos //gne gl/Z31uvi 


aud 
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- BlueCross BlueShield _ Federal Employee Program’? 4 Yes 


_ Montana Health CO-OP 2015 CoventryOne Prescription Drug 4 Yes 
_ List’? 
_ Anthem BlueCross : Select Drug List 4-Tier Formulary’ 4 ~~ Yes 


There is also a racial disparity in the incidence, mortality, and treatment of prostate cancer. NIH 
and DoD should be concerned that the high price of Xtandi may be contributing to systemic 
racial discrimination in medical care in the United States. Data collected by the Centers for 
Disease Control shows that African American men have higher incidence and mortality rates 
than all other populations. Around two times more African American men have prostate cancer 
than white men (graph 2.1), and around 2.5 times more African American men die from the 
disease compared to white men (graph 2.2)."° In addition, African American men are more likely 
to have a more aggressive form of prostate cancer. Researchers believe that this racial disparity 
is the result of sociobiological factors that affect people of African descent. 


Beyond sociobiological effects on incidence, mortality, and severity of prostate cancer, African 
American men face systemic discrimination that affects their access to and quality of treatment. 
One recent study has found that African-American men on Medicare being treated for 
nonmetastatic prostate cancer experienced treatment delays, and had more postoperative 
emergency room visits and readmissions compared to white men."° “This might be a form of 
institutional discrimination based on socioeconomic status resulting in racially disparate 
outcomes,” wrote Dr. Otis Brawley, chief medical officer of the American Cancer Society, 
commenting on that study."” 


2 https //imedia fepblue ora/-imedia/PDFs/Brochures/FEP AbbreviatedFormulary 100715.odf 


S See CDC, “Prostate Cancer Rates by Race and Ethnicity,” available at 


nite /Awww._ ode govicancer/prostate/statistics/race Atm. 

1® Schmid M et al. Racial differences in the surgical care of Medicare beneficiaries with localized prostate 
cancer. JAMA Onc. 2015 Oct. doi:10.1001/jamaoncol.2015.3384 

” Brawley OW. The meaning of race in prostate cancer treatment. JAMA Onc. 2015 Oct. 
doi:10.1001/jamaoncol.2015.3615 
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Graph 2.1: “Prostate Cancer Incidence Rates by Race and Ethnicity, U.S., 1999-2012” 


bed 
eS 
a 
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> 
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Graph 2.2: “Prostate Cancer Death Rates by Race and Ethnicity, U.S., 1999-2012” 
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8 See CDC, “Prostate Cancer Rates by Race and Ethnicity,” available at 


seat pteviinal tecuntereubereutiehscvateeevdertooRbuctcoes suseeecerosventeeteuseak eooswveesstavbseeetentonerrestssrowavetvertemmeetvovereodevetoeersiovoreveveres 


data/methodologies used to create graphs 1 and 2 in this letter. 
8 See CDC, “Prostate Cancer Rates by Race and Ethnicity,” available at 
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Veterans who served in Vietnam and the Korean demilitarized zone, who may have been 
exposed to Agent Orange, are also at higher risk for more aggressive forms of prostate cancer, 
according to a study conducted by the Department of Veterans Affairs and Oregon Health and 
Science University.”° 


3. The cost of Xtandi to Medicare. 


According to the Centers for Medicare and Medicaid Services, total Medicare spending on 
Xtandi grew dramatically from under $35 million in 2012 to nearly $447 million in 2014. The 
increase in outlays from 2013 to 2014 was 93 percent. Part of that growth was due to a 9 
percent price increase from 2012 to 2014, a period in which the Consumer Price Index (CPI) 
grew a mere 3 percent. There was also a steep increase in the number of patients, from 2,143 
in 2012, to 7,329 in 2013, and 11,800 in 2014. 


Table 3.1: Xtandi/Enzalutamide/Medicare Part D, 2012 to 2014 


Total 
» Annual | 
: Beneficiary Cost Beneficiary Spending Avg Cost Claim 
Year Total Spending Share Count = PerUser_ = PerUnit Count 
a1” mee el aa ace $6385 00 SORTS AHO 
2013 = $231,503,731.19  $13,276,790.11 7,329 $31,587.36 $64.85 29,572 
2014 = $447,311,084.46 — $24,567,059.52. 11,800 $37,907.72 $69.41 53,980 


For prostate cancer, the average age at diagnosis is 66 years. At present, approximately 14 
percent of the population is 65 or over, but in five years this will increase to 16 percent, and by 
2030 is expected to exceed 19 percent. As the population continues to age, we can reasonably 
predict that Medicare expenditures on Xtandi will continue to climb. 


4. Astellas and Medivation projections of Xtandi sales. 


According to the Astellas 2015 annual report,”' the United States market will represent 61.16 
percent of all global sales of Xtandi, for the fiscal year ending March 31, 2016. Note that in the 
U.S., sales of Xtandi increased 77 percent from FY2013 (April 1, 2013 to March 31, 2014) to 
FY2014 (April 1, 2014 to March 31, 2015), and are projected to increase 51 percent from 
FY2014 to FY2015. This is a steep increase in use for a costly drug. 


20 Ansbaugh N et al. Agent Orange as a risk factor for high-grade prostate cancer. Cancer. 2013 Jul; 
119(13):2399-2404. Available at hito:/fwww.enchi nim nih. cov/omesarticies/PMC409024 4/, 


1 Astellas Annual Report 2015, available at 
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Table 4.1: Actual and projected Xtandi sales, FY2013 to FY2015”” 


$125,147,037 $193,179,990. 
= $79,000,000 | __..91,180,000,000 


77% 51% 
$24,000,000 $35,000,000. 


Europe, Middle East, and Africa $75,255,950 $259,095,485  ——S—«$505,289,950 


__ $5,089,478 $15,958,347 
$1,192,282,001 . $1,929,428,288 
65% 61% 


Asia/Oceania 
Global 


Astellas developed Xtandi in collaboration with Medivation. The Medivation 2015 SEC 10-K 
filing reports actual Xtandi sales in the United States for calendar years 2012 to 2014. 


Medicare’s share of sales have increased sharply since 2012. In 2014 they accounted for 66 
percent of Xtandi’s overall U.S. sales, and 42 percent of global sales. The United States is the 
largest spender on Xtandi, and most of that money is coming from taxpayers and the insurance 
payments of aging Americans. 


Table 4.2: Actual Xtandi sales, U.S., 2012 to 2014” 


_ Calendar Year : 2012 2013 2014. 
- Xtandi U.S. Sales $71,504,000 $392,415,000 $679,805,000 - 


Percent Change inU.S. Sales 449%? 73% 
_-Xtandi Non-U.S. Sales , —-$52,800,000°° $381,100,000 


_ Medicare Total Spending -——- $34,898,755.93  $231,503,731.19 $447,311,084.46 © 


' Medicare Share of U.S. Sales 49% : 59% 66% | 


"Medicare Share of Global Sales 49% 52% 42% 


2 Astellas defines its fiscal year as April 1 to March 31, beginning in the year indicated. Monetary amounts 
were converted to USD from regional currencies, as necessary. 

23 Medivation 2015 Form 10-K, available at 

httou/es sharshoider com/downloads/MBV/1 28 1 225255x0xS 11931 25- 18-625 76/ 101 1 83S ifling pdf. 

4 Note: Xtandi was approved on August 12, 2012, which accounts for low sales. 

5 Note: Xtandi was first approved outside the U.S. in June 2013, which accounts for low sales. 
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5. The role of the U.S. government in funding research on Xtandi. 


As noted above, all three patents in the Orange Book for Xtandi disclose the fact that the 
inventions were made with the support of the United States government under National 
institutes of Health SPORE grant number 5 P50 CA092131 and Department of Defense (Army) 
grant number W81XWH-04-1-0129. 


In addition to the grants listed in these three patents, the development of this drug benefited 
from additional research subsidies from the federal government and charitable foundations, 
including grants for clinical testing of the drug. For example, a 2009 paper in Science reporting 
on the development of MDV3100 (the development name for enzalutamide)”° acknowledged 
funding from the Prostate Cancer Foundation, the National Cancer Institute, the DOD 
PC051382 Prostate Cancer Research Program Clinical Consortium Award, and support from 
the Charles H. Revson Foundation. Likewise, a 2010 paper in the Lancet reporting on a critical 
Phase 1-2 trial acknowledges the financial support of Medivation, but also the Prostate Cancer 
Foundation, National Cancer Institute, the Howard Hughes Medical Institute, Doris Duke 


Charitable Foundation, and Department of Defense Prostate Cancer Clinical Trials Consortium. 
27 


6. Enzalutamide is an important cancer drug. 


in the United States today there are nearly 3 million men suffering from prostate cancer, with 
over 220,000 new cases in 2015 alone, and 27,540 deaths. It is the third most common form of 
cancer in the U.S. 


When patients are treated early and tumors are localized, the prognosis is often favorable. 
However, some patients will relapse, leading in nearly all cases to castration resistant prostate 
cancer (CRPC). At the CRPC stage, the disease is no longer responsive to androgen 
deprivation therapy (ADT), thus limiting the available treatment options with a greater disease 
burden. Access to Xtandi/enzalutamide, a non-steroidal second generation androgen receptor 
agonist, becomes critical to extending the life of the patient, and allowing patients to live an 
improved quality of life. 


There are currently six treatments being used to treat CRPC. Xtandi/enzalutamide has several 
advantages over the other treatments. Four of the treatments are invasive and require I.V. 
administration, leukapheresis, or the use of radiopharmaceuticals. Xtandi/enzalutamide and 
Zytiga are the only daily oral tablets. However Xtandi/enzalutamide’s pill burden is lighter since 


6 Tran C et al. Development of a second-generation antiandrogen for treatment of advanced prostate 
cancer. Science. 2009. May. 8;324(5928):787-90. 

27 Scher HI et a/. Antitumour activity of MDV3100 in castration-resistant prostate cancer: a phase 1-2 study, 
Lancet. 2010 Apr 24;375(9724):1437-46. doi: 10.1016/S0140-6736(10)60172-9. 
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it does not need to be taken in combination with prednisone. As such, Xtandi/enzalutamide is 
well tolerated and has more favorable toxicity profile. 


Quality of life was also more frequently improved and median time to deterioration was 
significantly longer with Xtandi/enzalutamide compared to placebo, as reported by patients in 
functional assessment questionnaires administered during clinical trials.”° 


With recent and ongoing clinical trials reporting better prostate cancer control when 
Xtandi/enzalutamide is used in chemotherapy naive CRPC cases or in combination with other 
agents, it is expected that this drug will soon be prescribed to wider subset of patients.2°°°*" In 
fact experts say that in the next 3 years all CRPC will progress to Xtandi or Zytiga.°** 


Xtandi/enzalutamide is also being tested for other types of cancer, including clinical trials for 
breast cancer (triple negative®®, her2+*), hepatocellular carcinoma®, bladder cancer®, ovarian 
or fallopian tube cancer,*” pancreatic cancer®® and Mantle Cell Lymphoma®?. 


7. The University of California at Los Angeles (UCLA) interest in the patents 


According to the Medivation’s 2014 10-K report to the Securities and Exchange Commission 
(SEC), the University of California at Los Angeles (UCLA) licensed the patents for the drug to 
Medivation in exchange for an annual payment of $2.8 million, a 4 percent royalty on global net 
sales of the drug, and in addition a 10 percent share of Medivation’s sublicensing income 


?8 Radriguez-Vida A et a/. Enzalutamide for the treatment of metastatic castration-resistant prostate 
cancer.Drug Des Devel Ther. 2015 Jun 29;9 

29 Scher HI et a/. Increased survival with enzalutamide in prostate cancer after chemotherapy. N Engl J Med. 
2012 Sep. 

3° Loriot Y et al. Effect of enzalutamide on health-related quality of life, pain, and skeletal-related events in 
asymptomatic and minimally symptomatic, chemotherapy-naive patients with metastatic castration-resistant 
prostate cancer (PREVAIL): results from a randomised, phase 3 trial. Lancet Oncol. 2015 May. 

31 STRIDE results presented at 2015 American Society of Clinical Oncology annual meeting, 
Clinicaltirals.gov:NCT01981122. 

32 Zhang T. et al. Enzalutamide versus abiraterone acetate for the treatment of men with metastatic 
castration-resistantprostate cancer. Expert Opin Pharmacother. 2015 Mar;16(4):473-85. 

33 NCT01889238. 

34 NCT02091960. 

3 NCT02528643, NCT02642913. Hepatocellular carcinoma (HCC, also called malignant hepatoma) is the 
most common type of liver cancer, often secondary to a viral hepatitis infection (hepatitis B or C) or cirrhosis. 
3° NCT02605863, NCT02300610. 

37 NCT02300610. 

3 NCT02138383. 

3° NCT02489123. Mantle cell lymphoma (MCL) is a rare, B-cell NHL that most often affects men over the 
age of 60. 
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derived from the Astellas Collaboration Agreement.*° The Astellas Collaboration Agreement has 
separate terms for U.S. and non-U.S. sales, as described below: 


Medivation 2014 10-K 


p.121: 
(c) License Agreement with UCLA 


Under an August 2005 license agreement with UCLA, the Company’s subsidiary 
Medivation Prostate Therapeutics, Inc. holds an exclusive worldwide license under 
several UCLA patents and patent applications covering XTANDI and related compounds. 
Under the Astellas Collaboration Agreement, the Company granted Astellas a sublicense 
under the patent rights licensed to it by UCLA. 


The Company is required to pay UCLA (a) an annual maintenance fee, (b) $2.8 million in 
aggregate milestone payments upon achievement of certain development and regulatory 
milestone events with respect to XTANDI (all of which has been paid as of December 31, 
2014), (c) ten percent of all Sublicensing Income, as defined in the agreement, which the 
Company earns under the Astellas Collaboration Agreement, and (d) a four percent 
royalty on global net sales of XTANDI, as defined. 


p.104-105 


(c) Collaboration Revenue 


Collaboration revenue consists of three components: (a) collaboration revenue related to 
U.S. XTANDI sales; (b) collaboration revenue related to ex-U.S. XTANDI sales; and (c) 
collaboration revenue related to upfront and milestone payments. 


[...] 
Collaboration Revenue Related to U.S. XTANDI Sales 


Under the Astellas Collaboration Agreement, Astellas records all U.S. XTANDI sales. 
The Company and Astellas share equally all pre-tax profits and losses from U.S. XTANDI 
sales. Subject to certain exceptions, the Company and Astellas also share equally all 
XTANDI development and commercialization costs attributable to the U.S. market, 
including cost of goods sold and the royalty on net sales payable to UCLA under the 
Company’s license agreement with UCLA. The primary exceptions to the equal cost 
sharing are that each party is responsible for its own commercial FTE costs and that 
development costs supporting marketing approvals in both the United States and either 
Europe or Japan are borne one-third by the Company and two-thirds by Astellas. The 
Company recognizes collaboration revenue related to U.S. XTANDI sales in the period in 


“0 UNITED STATES SECURITIES AND EXCHANGE COMMISSION, Form 10-K, For the Fiscal Year Ended 
December 31, 2014, 
http://www.sec.gov/Archives/edgar/data/1011835/000119312515062576/d850483d10k.htm 
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which such sales occur. Collaboration revenue related to U.S. XTANDI sales consists of 
the Company’s share of pre-tax profits and losses from U.S. sales, plus reimbursement 
of the Company's share of reimbursable U.S. development and commercialization costs. 
The Company’s collaboration revenue related to U.S. XTANDI sales in any given period 
is equal to 50% of U.S. XTANDI net sales as reported by Astellas for the applicable 
period. 


[J 


Collaboration Revenue Related to Ex-U.S. XTANDI Sales 


Under the Astellas Collaboration Agreement, Astellas records all ex-U.S. XTANDI sales. 
Astellas is responsible for all development and commercialization costs for XTANDI 
outside the United States, including cost of goods sold and the royalty on net sales 
payable to UCLA under the Company’s license agreement with UCLA, and pays the 
Company a tiered royalty ranging from the low teens to the low twenties on net ex-U.S. 
XTANDI sales. The Company recognizes collaboration revenue related to ex-U.S. 
XTANDI sales in the period in which such sales occur. Collaboration revenue related to 
ex-U.S. XTANDI sales consists of royalties from Astellas on those sales. 


[J 


Medivation came to acquire rights to Xtandi from UCLA through an agreement initiated by Dr. 
Charles L. Sawyers and Dr. Michael E. Jung, researchers at UCLA working on prostate cancer 
screening techniques and treatments. Dr. Sawyers is an oncologist who currently runs a lab at 
Memorial Sloan Kettering Cancer Center and serves on the Board of Directors for Novartis.*’ He 
was a key participant in the development of Gleevec and Sprycel, and is a recipient of the 
Lasker Award. Dr. Michael E. Jung is a Distinguished Professor of Chemistry at UCLA, where 
he runs a lab that conducts research on chemicals related to the treatment of cancer. 


Dr. Sawyers approached Medivation through its founder, Dr. David Hung, a former colleague at 
the University of California, San Francisco. They settled on an agreement that required Dr. 
Sawyers and Dr. Jung to disclose all molecules related to their prostate cancer research that 
benefitted from Medivation funding. Dr. Sawyers served on Medivation’s Scientific Advisory 
Board, as did Dr. Jung, receiving $20,000 and $400,000 worth of stocks, respectively. 


In addition, Dr. Sawyers and Dr. Jung used the fruits of their research to found their own 
pharmaceutical firm, Aragon Pharmaceuticals, which they used as a vehicle to develop a drug 
with a very similar chemical structure to Xtandi. Medivation sued the doctors, Aragon, and 
UCLA, over the development of that drug.*? According to SEC filings, Medivation and UCLA are 
now engaged in separate litigation over licensing payments on Xtandi.** 


“1 More on Dr. Sawyers is available here: 


“2 For an amended complaint, filed February 9, 2012, see here: 
43 Medivation 2015 10-K SEC filing, available here: 
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8. Orange Book patent claims for Xtandi 


As noted above, Astellas has listed three patents in the FDA Orange book for Xtandi sales. 
These include US patent number 7709517, for both a drug substance and drug product claim, 
and two additional patents, US patent numbers 8183274 and 9126941. 


Table 8.1: Xtandi Patents 


_ Publication date 


compounds 


May 4, 2010 


8,183,274 


- Treatment of 
hyperproliferative 
_ disorders with 

- diaryihydantoin 


May 22, 2012 


9,126,941 


hyperproliferative 
disorders with 
diarylhydantoin 
compounds 


Sep 8, 2015 


- Inventors 


. Original Assignee 


FDA product claim 


_ FDA use claim code 


Aug 13, 2027 


Charles L. Sawyers, 


D. Chen, Samedy Ouk, 
Derek Welsbie, Chris 
Tran, John Wongvipat, 
Dongwon Yoo 


The Regents Of The 


University Of California 


Yes 


Yes 


' U- 1281; The treatment 

_ of patients with 

_ metastatic 

_ castration-resistant 

_ prostate cancer (CRPC) 
- who have previously 
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Michael E. Jung, Charlie 


, University Of California 


May 15, 2026 


Apr 17, 2012 


May 13, 2005 
' Charles L. Sawyers, 
Michael E. Jung, Charlie — 
' D. Chen, Samedy Ouk, 
: Chris Tran, John 
» Wongvipat 


Charles L. Sawyers, 
Michael E. Jung, Charlie © 
D. Chen, Samedy Ouk, 
Chris Tran, John 
Wongvipat 


The Regents Of The 


University Of California 


May 15, 2026 


U - 1588, The treatment | 
of patients with 
metastatic 
castration-resistant 
prostate cancer 

(CRPC). 
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Disclosure of US 
_ rights in the patent 


This invention was 


made with United States © 


received docetaxel. 

: U - 1588, The treatment 
_ of patients with 

: metastatic 

: castration-resistant 


: prostate cancer 
» (CRPC). 


_ This invention was 


made with United States 


This invention was 
made with Government 


Government support Government support support under Grant No. | 
under National Institutes | under National Institutes © W81XWH-04-1-0129 
of Health SPORE grant = of Health SPORE grant awarded by the United 
number 5 P50 » number 5 P50 States Army, Medical 


CA092131 and 
Department of Defense 
(Army) grant number 
W81XWH-04-1-0129. 
The Government has 
certain rights in the 
invention. 


: CA092131 and 

: Department of Defense 
: (Army) grant number 

: W81XWH-04-1-0129. 

: The Government has 

: certain rights in the 

: invention. 


Research and Materiel 
Command; Grant No. 
CA092131 awarded by | 
the National Institutes of | 
Health. The 
Government has certain | 
rights in this invention. 


9. Non-patent exclusivity. 


The FDA Orange Book lists two grants of non-patent exclusivity to Astellas for enzalutamide, 
both expiring in 2017. One was granted for enzalutamide as a new chemical entity, expiring 
August 31, 2017; the second was granted under code |-693 for “treatment of patients with 
metastatic castration-resistant prostate cancer (CRPC)”’, expiring September 10, 2017. These 
dates are sufficiently close that they should not be used to excuse non-action on this request, 
particularly since it may take several months for a generic supplier to prepare data for an 
Abbreviated New Drug Application (ANDA). 


10. Generic supply 


Enzalutamide is a small molecule drug that does not have a complex structure. 


Enzalutamide is a synthetic, non-steroidal pure antiandrogen, originally named MDV3100, which 
has the formula C.,,H,.F,N,0,S, a molar mass of 464.44 g/mol and a chemical name of 
4-(3-(4-Cyano-3-(trifluoromethyl)phenyl)-5,5-dimethyl-4-oxo-2-thioxoimidazolidin-1 -yl)-2-fluoro-N 
-methylbenzamide. The chemical structure, illustrated in Figure 1, includes a thiohydantoin and 
two benzene groups. 
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Figure 10.1: Structure of MDV3100 (CAS number: 915087-33-1 ) 
[RD162"] 


NC ie) 
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FC a sw | —_ 
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Petitioners have excellent relations with several generic drug manufacturers, and do not 
anticipate difficulties obtaining the necessary FDA approvals for generic versions of 
enzalutamide, once the federal government provides access to the patents, either by using the 
royalty-free right in the patents or granting this march-in request. 


Note that the 2015 U.S. AWP for Xtandi of $88.48 per 40 mg capsule is equivalent to $2,212 per 
gram of active pharmaceutical ingredient. 


Generic products with similar complexity for manufacturing can be obtained for under $10 per 
gram of API, retail,“ and considerably less in bulk. 


11. Xtandi R&D investments through the 2012 approval for the lead indication 


Xtandi was approved as a treatment for prostate cancer in August 31, 2012, as a priority drug 
under the FDA Priority Review program. The application was by Astellas, and was approved by 
the FDA as NDA 203415. 


The application for the NDA was supported by evidence from four clinical trials, including one 
Phase 1 trial with 140 patients enrolled, one Phase 1/2 trial with 27 patients enrolled, one Phase 
2 trial with 60 patients enrolled, and one Phase 3 trial with 1,199 patients enrolled. Total 
enrollment for the 4 trials was 1,426 patients. 


“ For example, generic versions of the cancer drug imatinib. 
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Table 11.1: Trials Reported in FDA Medical Review for 2012 Approval for Xtandi 


Enrolled 
(FDA. Federal 
‘Study Number NCTNumber Phase Start-EndDate | Review) StudySponsor Funding 
etl Mea 1 ee ao fener Ne nae 
Care Ce a ae eat Me oe 
ene Rect ee I a a nl 
9785-CL-0111 NCT01284920. 1/2. 11/2010- 7/2012. 27 Astellas Pharma. n/a 


The two earliest trials (NCT00510718, NCT01091103) received subsidies from the National 
Cancer Institute and Department of Defense, in addition to funding from the Prostate Cancer 
Foundation and other non-profit institutions. After receiving favorable results from the trials 
subsidized by NCI and DoD, Medivation and Astellas funded two additional trails. 


The size of the trials for Xtandi were typical of other cancer drugs approved from 2010 to 2014 
for the lead indication as a New Molecular Entity, and much smaller than trials used to approve 
non-cancer drugs. 


Table 11.2: Trial enrollment cited in in FDA medical reviews for lead indication of new 
drugs, 2010 to 2014 


co acres perenne scaeeeeneniaiaiaais Eabiaile Sada niin escapades deerme rest 
Average for non-Cancer Drugs 4,733 : 
‘Xtandi 1,426 


Medivation reported their direct expenditures and cost-sharing payments from Astellas for 
collaboration on the development of Xtandi between 2005 and 2012, when the FDA granted 
Xtandi marketing approval. They defined direct costs as “clinical and preclinical study costs, cost 
of supplying drug substance and drug product for use in clinical and preclinical studies, contract 
research organization fees, and other contracted services pertaining to specific clinical and 
preclinical studies.”“” The number reported excludes indirect costs, which include “administrative 
and support costs.”“° 


Astellas contributed to half of all direct costs for R&D conducted for U.S. drug approval, 
two-thirds of costs for R&D directed towards trials aimed at both U.S. and non-U.S. use of 


4 Scher, Howard L, et al. "Antitumour activity of MDV3100 in castration-resistant prostate cancer: a phase 
1-2 study.” The Lancet 375.9724 (2010): 1437-1446. 

46 Efstathiou, Eleni, et al. "Molecular characterization of enzalutamide-treated bone metastatic 
castration-resistant prostate cancer." European urciogy 67.1 (2015): 53-60. 

4” Medivation 2009 10-K SEC filing, available here: 

nite es shareholder. com/downloads/MDV/1291 225255x0xS 1193 1 25-10-58 7020/1011 83Sfing pdf. 

48 Ibid. Indirect costs for all drugs combined are available in Medivation SEC filings. 
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Xtandi, and full development costs for commercialization outside the United States. Based upon 
the Medivation SEC filings, R&D outlays on Xtandi were $303 million through the end of the 
calendar year 2012. 


Table 11.3: R&D expenditures on Xtandi, 2005-2012 (in thousands of USD) 


_ SEC 10-K Year = 2005-2006 «= 2007S 2008 «= 200920102011 2012 
_Medivation Direct 


Costs $261 $3,021 $2,619 $8,845 $27,046 $23,454 $42,3350 $67,086 
‘Development 
‘cost-sharing 

‘payments from 

Astellas $2,784 $34,125 $44,285 $47,473. 
‘Total $261 $3,021 $2,619 $8,845 $29,830 $57,579 $86,620 $114,559 
‘Cumulative Total $303,334. 


Medivation reported outlays of an additional $285 million in calendar years 2013 and 2014, 
much of that money aimed at justifying broader use of Xtandi for prostate cancer, but also on 
testing the drug to treat other types of cancer. 


Table 11.4: R&D expenditures on Xtandi, 2013 and 2014 (in thousands of USD) 


‘SEC 10-K Year 2013 2014 

_Medivation Direct Costs $73,076 $102,669 
Besclooranl cot ckeag etre gare T an | Pa oro) 
Laermer nnn = mer (| ee 
Brn nnn seers 


The company outlays on R&D investments were significant, although it is worth noting that the 
early and most risky trials were small and subsidized by the United States government. 


Note that through the end of 2014, representing a little more than two years of reimbursements, 
Medicare spent $704 million on Xtandi. Astellas expects a sharp increase in U.S. sales in 2015 
and 2016, and the company revenues also include sales from non-Medicare patients in the 
United States and patients outside of the United States. 


12. Clinical trials on enzalutamide, including trials subsequent to 2012 NDA. 


Like many cancer drugs, the initial approval of the drug for the lead indication has lead to 
continued research to determine the best uses of the drugs, both for prostate cancer patients 
and to test the benefits of using enzalutamide to treat other types of cancer. 
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As of January 6, 2015, there were 129 trials listed in the ClinicialTrials.Gov database. 


The funding of the trials is reported under the categories Industry, U.S. Fed., NIH, and Other, as 
well as combinations of those categories. 


54 of the 129 trials were reported as funded by Industry alone. 
Another 31 trials were reported as funded by Industry and some other funder. 
The NIH or other U.S. Federal agencies were reported as funders in whole or in part of 
18 trials. 

e The category “Other” is quite important, accounting for 29 trials funded exclusively by 
Other, and another 42 where “Other” is among the funders. 


Many of the trials funded by “Other” refer to universities and other non-profit research 
organizations that receive NIH or other federal agency research grants. “Other” also refers to 
funding from foreign governments and charities. 


Table 12.1: Number of trials funded by Industry, NIH, other “U.S. Fed” and “Other,” as 

reported in ClinicalTrials.Gov, January 6, 2016. 

Number of Trials 
54 


‘Mixed including NIH or other“U.S.Fed” 16 


Table 12.2: Number of trials funded by Astellas and/or Medivation, as reported in 
ClinicalTrials.Gov, January 6, 2016. 


Funder ‘Number of Trials 
Astellas and/or Medivation as sponsor of i id 
industry only funded trials 39 
Astellas and/or Medivation as sponsor of ——— 
mixed funded trials 18 


Among the trials funded in whole or in part by “Industry”, the majority, 57, were funded by 
Astellas and/or Medivation, and of those only for 39 (30 percent of the 129) were they the sole 
funder of the trials. 
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Other companies, such as Lilly, Gilead, Roche, Bayer, Sanofi, and smaller companies, were 
involved in funding 28 trials. 


13. Licensing terms, including reasonable royalty. 


We are requesting the federal government grant an open license to any generic drug 
manufacturer. 


The federal government has no obligation to pay royalties on the patents when and if it 
exercises its royalty free rights in the patents. 


lf the government orders the licensing of the patents under the federal march-in statutes, the 
terms of the license, including the royalty, have to be “reasonable under the circumstances.”*° 


The issue of the appropriate royalty rate can be briefed and argued when and if the federal 
government is inclined to exercise march-in rights on the patent. 


“Under the circumstances” would include many factors, such as that the facts motivating the 
granting of the march-in request are related to abuses of the patent rights, including in particular 
charging an excessive price and discriminating against U.S. consumers. 


Rights in test data 


Patents are granted for inventions, but as noted above, patents are not the only intellectual 
property rights associated with drug development. 


The FDA provides additional intellectual property rights for investments in clinical trials, including 
five years of exclusive rights to rely upon data supporting the registration of a new chemical 
entity, and three years of rights in the data to support new indications on a drug. 


The five years of test data exclusivity for Xtandi as a treatment for patients with metastatic 
castration-resistant prostate cancer (CRPC) will expire on September 10, 2017 in the United 
States, and later in many other countries. For example, the term of protection for test data is up 
to 8 years in Japan and Canada, and 11 years in the European Union.* The rights in test data 
are designed to protect and reward investments in clinical trials, and they operate separately 
from patent protection. The existence of the test data rights eliminates the need to consider 
investments in clinical trials when considering the royalty to the patent holder, because those 
investments are protected by this separate intellectual property right. As regards the 


49 35 USC 203(a). 

5° Comparison of the Non-patent Drug Exclusivities Available in the United States, Canada, Europe and 
Japan. The International Economic Forum of the Americas. Serge Lapointe, Ph.D. June 14, 2012 
http://forum-americas.org/sites/default/files/documents/201 20614-lapointe-pres. pdf 
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investments in the U.S. market, it is likely that Astellas will have earned more than $5 billion 
from the U.S. market alone, through September 10, 2017, the date of the most relevant test 
data exclusivity in the United States ends. Astellas will have also earned billions more from 
sales outside of the United States, where most patients reside. 


Average industry royalty rates 


According to the IRS, in 2012, the average rate of aggregate royalties (for all patents, 
know-how, trademarks, etc.°'), reported on corporate income tax returns for the pharmaceutical 
and medicine manufacturing sector (MINOR CODE 325410) was 6.95 percent. 


14. Funding of research to further develop enzalutamide. 


One possible argument against any policy that lowers drug prices or shortens the term of a 
monopoly is that society benefits from the incentive to invest in R&D to find new uses for a drug. 


It is possible to address the objective of providing sustainable sources of R&D funding without 
having high prices or longer monopolies. 


On at least two occasions in the past involving NIH funded cancer drugs, and more recently in 
connection with proposals to create or extend monopolies in various drafts of the 21st Century 
Cures Act, there have been proposals to have mandates for funding R&D. 


In one case, involving a dispute over the term of the monopoly on the cancer drug cisplatin in 
the early 1980s, there was a proposal that generic firms be obligated to contribute to the costs 
of ongoing research to determine new uses for the drug, following generic entry. This proposal, 
made by a generic drug company seeking to end the cisplatin monopoly, led to a compromise 
whereby Bristol-Myers was allowed to extend the monopoly for five more years, but only after 
they lowered the price of cisplatin and contributed tens of millions of dollars to independent 
research through non-profit institutions, at the direction of the NIH. Later, BMS proposed 
something similar, in an unsuccessful effort to extend data exclusivity on the cancer drug Taxol. 
In early drafts of the the 21st Century Cures legislation, there were proposals to associate 
extensions of drug monopolies with obligations to provide money to the NIH, and to make other 
investments in R&D. 


In this case involving Xtandi, the NIH could simultaneously end the Xtandi monopoly and require 
any generic drug company to make contributions toward follow-on research to explore new 
and/or better uses of enzalutamide. Such obligations could be a condition of any use of the 
federal government’s royalty free right in the drug, or as a condition of obtaining a march-in 
license. 


5! The IRS does not provide a definition of royalties. See: https:/Awww.irs.gov/pub/irs-tege/eotopicd89. pdf. 


Xtandi/enzalutamide patent request Page 22 of 26 


REL0000023888.0003 


Note that there are benefits in having different parties participate in the testing of drugs, 
including those that do not have conflicts of interest as regards reporting possible negative 
impact of products, or allowing greater competition in designing better delivery mechanisms or 
new combination products. Also, in the case of Xtandi, more than half of the trials involving 
enzalutamide are already funded by entities other than Astellas. 


15. Standard for determining that Xtandi prices are unreasonable. 


In determining if the prices for Xtandi violate the statutory obligation to make products available 
to the public on reasonable terms and conditions, the NIH has broad discretion to consider a 
variety of factors, including the high price of the drug and the fact that the high price leads to 
restrictions on access and financial hardships on patients. However, in this case, we 
recommend the NIH address a narrower question, that can be answered clearly, given the 
robust evidence. 


Do the Astellas prices for Xtandi discriminate against consumers in the United States? And, if 
so, the NIH should approve the March-In request, or use its royalty free rights in the patents, to 
prevent U.S. residents from paying more for a drug invented on federal grants than residents of 
other high income countries. 


We have obtained prices for Xtandi in the United States and in 13 other high income countries, 
and this data allows the NIH to determine whether U.S. consumers are being asked to pay more 
for a drug invented on federal grants than Astellas charges in other high income countries. 


One possible comparison to determine if the price is unreasonable is to consider the prices in 
other industrialized countries outside of the United States that have (1) per capita incomes of at 
least half that of the United States, (2) have the large economies as measured by the GDP, and 
(3) are members of the OECD, and to consider the U.S. price to be unreasonable, if the average 
wholesale price (AWP) in the U.S. is higher than the median price in the reference countries. 


We propose using an odd number of countries. The 13 countries that have incomes at least 50 
percent of the United States and which have the largest economies include Japan, Germany, 
France, the UK, Italy, Canada, Australia, Spain, the Netherlands, Switzerland, Sweden, Belgium 
and Norway. 


We have prices for all 13 of the reference countries. None of the prices are higher than $36.93, 
and the April 2015 U.S. AWP was $88.48. It is not a close call: the U.S. prices are 
discriminatory and are unfair to U.S. residents. Note that the highest price of the 13 high income 
reference countries was less than half (42 percent) of the average wholesale price (AWP) in the 
United States, the median of the 13 prices reference prices we have obtained is just 36 percent 
of the US AWP, and the prices in Japan and Canada are 30 percent and 23 percent 
respectively of US AWP. As a percentage in 2014 per capita income, the U.S. prices are also 
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far higher than for any of the 13 high income countries. In eight countries, the annual cost of 
Xtandi is between 47 percent and 97 percent of annual per capita income. In four countries, the 
annual cost of Xtandi is between 111 percent and 161 percent of per capita income. In the 


United States, the annual cost of Xtandi is 234 percent of 2014 per capita income. 


Table 15.1: US Average Wholesale Price, relative to prices in 13 reference countries 


2014 annual 
Per Capita 


Income 


Annual price 


( x 4x 365.25) 
as percent of 


price per 2014 per capita 


40 mg unit 


income 


2014 GDP 
United States, Average 
Wholesale price April 2015 $17,419,000,000,000 
Japan... inn on bM,601,461,206,885 
Germany .. $3,868,291,231,824 
‘France —__— $2,829,192,039,172 
‘United Kingdom — —«$2,988,893,283,565 
 — conn nnn des 141,161,325,367 
CAME nnn amd ttf 89,388, 649,602 | 
Australia _-$1,454,675,479,666 
SPAM __...$1,381,342,101,736 
Netherlands ns nv $879,319,321,495 
‘Switzerland oe §101,037,135,966 
‘Sweden $571 ,090,480,171 
Be smn “on 9931,546,586,179 
INOWAY nnn on 8499,817,138,323 


Unweighted average, reference _ 
countries 


* For Switzerland, only 2013 per capita income was available. 


$42,000 
$47,640. 
$42,960. 
$43,430. 
$34,270 
$51,630. 
$64,540. 
$29,440 _ 
$51,890. 
$88,120* 
$61,610. 


One defense for the high U.S. price for Xtandi would be that the product could not have been 
developed at a lower price. But given the significant market for this drug, the federal subsidies in 
both the preclinical and clinical stages, and the fact that prostate cancer is the among the three 
most common types of cancer,’ that defense can be rejected entirely, and certainly going 
forward, given the billions of dollars in revenue already earned by Astellas. 


16. Conclusion 


We are requesting the federal government take steps to address the discriminatory and unfair 
pricing of Xtandi/enzalutamide by Astellas. U.S. residents should not have to pay two to four 


52 American Cancer Society: Cancer Facts and Figures 2015. Atlanta, Ga: American Cancer Society, 2015. 
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times as much for a cancer drug than residents of other high income countries, particularly 
when the drug was invented with the support of federal grants and benefited from other federal 
research subsidies. The average wholesale price for Xtandi was $129,269 per year in 2015, and 
this was more than twice as high as the price in any other high income country in our 13 country 
survey, and four times as high as the price in Canada. U.S. taxpayers are generous when it 
comes to financing research programs at the NIH, the U.S. Department of Defense, and in other 
federal agencies. However, we should not allow the companies that commercialize this research 
to discriminate and use unfair prices that impose financial hardships on U.S. residents, create 
access barriers for cancer patients, and make our workforce less competitive in global markets. 


There are many areas where current U.S. laws are inadequate to address excessive or unfair 
prices. This is not one of them. The Bayh-Dole Act was passed with the promise that the federal 
March-In rights or the federal government royalty-free rights in patents would be available to 
protect the public from the unreasonable use of patented inventions. This is such a case. 


Please contact Andrew S. Goldman, counsel for Policy and Legal Affairs at KEI, about this 
request. He can be reached at andrew.goldman@keionline.org, or by telephone at 
+1.202.332.2670. 


Sincerely, 


James Packard Love, Andrew S. Goldman, Diane Singhroy, Zack Struver, Claire Cassedy and 
Elizabeth Rajasingh, on behalf of 

Knowledge Ecology International 

1621 Connecticut Avenue, Suite 500 

Washington, DC 20009 

http://keionline.org 


Manon Ress, Michael Davis and Ruth Lopert, on behalf of 
Union for Affordable Cancer Treatment (UACT 
http://cancerunion.org 


Ce: 

Army research Laboratory 

Domestic Technology Transfer (Patent Licensing, Cooperative R&D Agreements, Test Service 
Agreements) via ORTA@arl.army.mil 

National Institutes of Health 


Karen Rogers, via rogersk@mail.nih.gov 
Mark L. Rohrbaugh PhD, JD via RohrbauM@mail.nih.gov. 
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White House, Office of Science and Technology Policy 
John P. Holdren, via jholdren@ostp.eop.gov 
Tom Kalil, via: tkalili@ostp.eop.gov 


Senators Boxer, Brown, Grassley, King Leahy, McCain McCaskill Nelson Sanders, Schumer 
Sessions, and Wyden 


Representatives Doggett, Schakowsky, Tom Price, Markwayne Mullin, the Congressional 
Prostate Cancer Task Force 
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From: Andrew S. Goldman [andrew.goldman@keionline.org] 

Sent: 4/18/2017 6:43:04 PM 

To: Price, Thomas (HHS/OS) [/O=NIH/OU=EXCHANGE ADMINISTRATIVE GROUP 
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=D76b3edcd55c49e29c9361e5073a5fef-Price, Thomas E. (OS]; 
whs.pentagon.esd.mbx.cmd-correspondence@mail.mil 


cc: Collins, Francis (NIH/OD) [E] [/O=NIH/OU=EXCHANGE ADMINISTRATIVE GROUP 
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=Collinsfr] 
Subject: Request for Reevaluation of Xtandi Bayh Dole Petition 


Attachments: KEI-UACT-April_19_2017-Xtandi-Appeal.pdf; KEI-March_10_2017-3rd-Comments-Zika.pdf; Xtandi-March-In-Request- 
Letter-14Jan2016.pdf 


Dear Secretaries Price and Mattis: 


On behalf of Knowledge Ecology International and the Union for Affordable Cancer Treatment, attached please 
find a request that the United States Government reconsider the decision of the Obama Administration to deny 
our petition, initially filed in January 2016, that the government use its rights in patents under the Bayh Dole 
Act (35 U.S.C. §§ 200 et seq.) for the excessively-priced, blockbuster drug enzalutamide (marketed by Astellas 
Pharma as Xtandi). 


For reference, we additionally attach two documents that we refer to in this request, including: (1) the original 
petition of January 14, 2016, and (2) comments filed on March 10, 2017 in a separate matter that are relevant to 
the analysis of the Bayh Dole language regarding "reasonable terms". 


We thank you in advance for your attention to this important matter, and request a meeting to discuss in further 
detail. 


Sincerely, 


Andrew S. Goldman 
Counsel, Policy and Legal Affairs 
Knowledge Ecology International 


andrew.goldman@keionline.org 
tel.: +1.202.332.2670 
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From: Rodriguez, Richard (NIH/NCI) [E] [/O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP 
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=8092CB5394E04733ACOD4D84D25F65E5-RODRIGR] 


Sent: 6/21/2018 7:53:44 PM 

To: Rohrbaugh, Mark (NIH/OD) [E] [/o=ExchangeLabs/ou=Exchange Administrative Group 
(FYDIBOHF23SPDLT)/cn=Recipients/cn=591ab6b2424b4b8997082718cbb29fab-rohrbaum] 

cc: Lambertson, David (NIH/NCI) [E] [/o=ExchangeLabs/ou=Exchange Administrative Group 
(FYDIBOHF23SPDLT)/cn=Recipients/cn=3c95b34f709746a8a2553ce54e7 4ace2-lambertsond] 

Subject: RE: quick question from a journalist 


This looks great with just a couple of comments. 
Thanks, 


Richard 


From: Rohrbaugh, Mark (NIH/OD) [E] 

Sent: Thursday, June 21, 2018 3:44 PM 

To: Lambertson, David (NIH/NCI) [E] <david.lambertson@nih.gov> 
Cc: Rodriguez, Richard (NIH/NCI) [E] <richard.rodriguez@nih.gov> 
Subject: RE: quick question from a journalist 


How does this sound as a response to the reporter from OC. They have worked with him before and | have interviewed 


with him. 

From: Lambertson, David (NIH/NCI) [E] 

Sent: Thursday, June 21, 2018 3:16 PM 

To: Rohrbaugh, Mark (NIH/OD) [E] <RohrBauM@OD.NIH.GOV> 
Ce: Rodriguez, Richard (NIH/NCI) [E] <richard.rodriguez@nih.gov> 
Subject: RE: quick question from a journalist 


Let me know if you need any other details. 


RELO000023890 


David A. Lambertson, Ph.D. 

Senior Technology Transfer Manager 
Technology Transfer Center 

National Cancer Institute/NIH 


david.lambertson@nih.gov 


http://ttc.nci.nih.gov 


9609 Medical Center Drive, Rm 1-E530 MSC 9702 
Bethesda, MD 20892-9702 (USPS) 
Rockville, MD 20850-9702 (Overnight/express mail} 


Phone (direct):! bé6 


Fax: 240-276-5504 


Note: This email may contain confidential information. If you are not the intended recipient, any disclosure, copying or use of 
this email or the information enclosed therein is strictly prohibited, and you should notify the sender for return of any 


attached documents 


From: Rohrbaugh, Mark (NIH/OD) [E] 

Sent: Thursday, June 21, 2018 3:09 PM 

To: Lambertson, David (NIH/NCI) [E] <david.lambertson@nih.gov> 
Ce: Rodriguez, Richard (NIH/NCI) [E] <richard.rodriguez@nih.gov> 
Subject: RE: quick question from a journalist 


From: Lambertson, David (NIH/NCI) [E] 

Sent: Thursday, June 21, 2018 3:05 PM 

To: Rohrbaugh, Mark (NIH/OD) [E] <RohrBauM@OD.NIH.GOV> 
Cc: Rodriguez, Richard (NIH/NCI) [E] <richard.rodriguez@nih.gov> 
Subject: FW: quick question from a journalist 


Hi Mark, 


| also received this question from a non-KEl entity. | b5 


Thanks, 


David A. Lambertson, Ph.D. 

Senior Technology Transfer Manager 
Technology Transfer Center 

National Cancer Institute/NIH 
david.lambertson@nih.gov 


http://ttc.nci.nih.gov 


9609 Medical Center Drive, Rm 1-E530 MSC 9702 
Bethesda, MD 20892-9702 (USPS) 

Rockville, MD 20850-9702 (Overnight/express mail} 
Phone (Main Office}: 240-276-5536 


Fax: 240-276-5504 


RELO000023890 


Note: This email may contain confidential information. ff you are not the intended recipient, any disclosure, copying or use of 
this email or the information enclosed therein is strictly orchiblited, and you should notify the sender for return of any 
attached documents 


From: Silverman, Ed [mailto:ed.silverman@statnews.com] 
Sent: Thursday, June 21, 2018 11:25 AM 


To: Lambertson, David (NIH/NCI) [E] <david.lambertson@nih.gov> 
Subject: quick question from a journalist 


Hi Dave, 


My name is Ed Silverman and | run the Pharmalot blog at The Boston Globe's STAT health news site, where | track the 
pharmaceutical industry. 


A quick question about the NIH notice to provide a license to Beoro Therapeutics for a cancer drug... 


rospective-grant-of-an-exclusive-patent- 


license-the-development-of-an-anti-bcma-immunotoxin-for-the 


There's not a lot of publicly available information about Beoro and wondering why the agency chose this company. What 
info exists to give taxpayers confidence that such a license would be awarded to a company with the expertise and 
capabilities to develop the technology? 


It seems one of the Beoro folks - Gerhard Niederfellner - worked at Roche. Can you confirm this and provide some 
insight into how this company was chosen? 


Thanks 

ed silverman 
STAT / Pharmalot 
973-493-7851 


www.statnews.com/pharmalot/ 


RELO000023890 


From: Myles, Renate (NIH/OD) [E] [/O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP 
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=7D317F5626934585B3692A1823C1B522-MYLESR] 

Sent: 6/21/2018 8:22:36 PM 

To: Lambertson, David (NIH/NCI) [E] [/o=ExchangeLabs/ou=Exchange Administrative Group 
(FYDIBOHF23SPDLT)/cn=Recipients/cn=3c95b34f709746a8a2553ce54e74ace2-lambertsond]; Rohrbaugh, Mark 
{NIH/OD) [E] [/o=ExchangeLabs/ou=Exchange Administrative Group 
(FYDIBOHF23SPDLT)/cn=Recipients/cn=591ab6b2424b4b89970827 18cbb29fab-rohrbaum]; Hatch, Shannon 
(NIH/NCI) [E] [/o=ExchangeLabs/ou=Exchange Administrative Group 
(FYDIBOHF23SPDLT)/cn=Recipients/cn=562f6d8791de4aa1837656c095c280a2-hatchsp]; NCI Press Officers 
[/o=ExchangeLabs/ou=Exchange Administrative Group 
(FYDIBOHF23SPDLT)/cn=Recipients/cn=83b2a0d208d24786b9432a82ef45fed1-ncipressoff] 


Cc: Rodriguez, Richard (NIH/NCI) [E] [/o=ExchangeLabs/ou=Exchange Administrative Group 
(FYDIBOHF23SPDLT)/cn=Recipients/cn=8092cb5394e04733ac0d4d84d25f65e5-rodrigr] 
Subject: RE: quick question from a journalist 


Okay, great. Shannon and team, punting to you for handling. Response has alreacy been written (see below). 


From: Lambertson, David (NIH/NCI) [E] 

Sent: Thursday, June 21, 2018 4:21 PM 

To: Myles, Renate (NIH/OD) [E] <mylesr@mail.nih.gov>; Rohrbaugh, Mark (NIH/OD) [E] <RohrBauM@OD.NIH.GOV>; 
Hatch, Shannon (NIH/NCI) [E] <hatchsp@mail.nih.gov>; NCI Press Officers <ncipressofficers@mail.nih.gov> 

Ce: Rodriguez, Richard (NIH/NCI) [E] <richard.rodriguez@nih.gov> 

Subject: RE: quick question from a journalist 


I’m ok with the press office handling it. I’m technically out of the office through the weekend, so my attention to e-mail 
will be sporadic at best. 


David A. Lambertson, Ph.D. 

Senior Technology Transfer Manager 
Technology Transfer Center 

National Cancer Institute/NIH 


david.lambertson@nih.gov 


hitp://ttc.nci.nih.gov 


9609 Medical Center Drive, Rr 1-E530 MSC 9702 
Bethesda, MD 20892-9702 (USPS} 

Rockville, MD 20850-9702 (Overnight/express mail} 
Phone (Main Office}: 240-276-5530 


Fax: 240-276-5504 


Note: This email may contain confidential information. if you are not the intended recipient, any disclosure, copying or use of 
this email or the information enclosed therein is strictly prohibited, and you should notify the sender for return of any 
attached documents 


From: Myles, Renate (NIH/OD) [E] 

Sent: Thursday, June 21, 2018 4:20 PM 

To: Rohrbaugh, Mark (NIH/OD) [E] <rohrbaum@od.nih.gov>; Hatch, Shannon (NIH/NCI) [E] <hatchsp@mail.nih.gov>; NCI 
Press Officers <ncipressofficers@mail.nih.gov> 

Cc: Lambertson, David (NIH/NCI) [E] <david.lambertson@nih.gov>; Rodriguez, Richard (NIH/NCI) [E] 


<richard.rodriguez@nih.gov> 


Subject: RE: quick question from a journalist 


REL0000024220 


Hi Dave: 


mm looping in Shannon Hatch and the NCI press team. ff you agrees that this resconse is appropriate for Ed’s questions, 
Shannon and tearm can clear i and once cleared, you can provide itte Ed. Or, f you prefer, the NCI press office can be 
the go between. Your choice. 


The proposed exclusive license from the NCI for the technology described in the Federal Register notice has a limited 
field of use. This proposed exclusive license does not prevent the technology from being licensed for the development of 
other cancer therapies. There are multiple other ways this technology could be used that are not subject to this proposed 
license. This is the only license application we received for this use of the technology. The agency has thoroughly 
reviewed the business plan and qualifications of the company, which have been deemed to have met the statutory criteria 
for an exclusive license. Federal regulations require that a “Notice of a prospective license, identifying the invention and 
the prospective licensee, has been published in the Federal Register, providing opportunity for filing written objections 
within at least a 15-day period;” 37 USC sec 404.7(a)(1)(i) The agency does not begin the negotiation of an 

exclusive license, including financial terms, until it has considered all comments and any competing licenses that are 
submitted during the notice period. After considering any such responses, a final decision will be made. We cannot 
provide information provided by the applicant because under 35 USC sec 209 “any such [business] plan shall be treated 
by the Federal agency as “privileged and confidential” and not subject to disclosure under section 552 of title 5 [the FOIA 
statute].” 


Thanks, 
Renale 


From: Rohrbaugh, Mark (NIH/OD) [E] 

Sent: Thursday, June 21, 2018 4:17 PM 

To: Myles, Renate (NIH/OD) [E] <mylesr@mail.nih.gov> 

Cc: Lambertson, David (NIH/NCI) [E] <david.lambertson@nih.gov>; Rodriguez, Richard (NIH/NCI) [E] 
<richard.rodriguez@nih.gov> 


Subject: FW: quick question from a journalist 


Looks good to me. Thanks for your help Dave. 


From: Myles, Renate (NIH/OD) [E] 

Sent: Thursday, June 21, 2018 4:10 PM 

To: Rohrbaugh, Mark (NIH/OD) [E] <RohrBauM@OD.NIH.GOV> 
Subject: RE: quick question from a journalist 


See suggested changes. If yau're okay with this, perhaps you can loop me in with David and fll loop the NCI press office 
in to handle the response to Ed. 


From: Rohrbaugh, Mark (NIH/OD) [E] 

Sent: Thursday, June 21, 2018 4:00 PM 

To: Myles, Renate (NIH/OD) [E] <mylesr@mail.nih.gov> 
Subject: RE: quick question from a journalist 


REL0000024220 


From: Myles, Renate (NIH/OD) [E] 

Sent: Thursday, June 21, 2018 3:33 PM 

To: Rohrbaugh, Mark (NIH/OD) [E] <RohrBauM@OD.NIH.GOV> 
Subject: RE: quick question from a journalist 


From: Rohrbaugh, Mark (NIH/OD) [E] 

Sent: Thursday, June 21, 2018 3:32 PM 

To: Myles, Renate (NIH/OD) [E] <mylesr@mail.nih.gov> 
Subject: RE: quick question from a journalist 


From: Myles, Renate (NIH/OD) [E] 

Sent: Thursday, June 21, 2018 3:25 PM 

To: Rohrbaugh, Mark (NIH/OD) [E] <RohrBauM@OD.NIH.GOV> 
Subject: RE: quick question from a journalist 


From: Rohrbaugh, Mark (NIH/OD) [E] 
Sent: Thursday, June 21, 2018 3:08 PM 


To: Myles, Renate (NIH/OD) [E] <mylesr@mail.nih.gov> 
Subject: FW: quick question from a journalist 


From: Lambertson, David (NIH/NCI) [E] 

Sent: Thursday, June 21, 2018 3:05 PM 

To: Rohrbaugh, Mark (NIH/OD) [E] <RohrBauM@OD.NIH.GOV> 
Ce: Rodriguez, Richard (NIH/NCI) [E] <richard.rodriguez@nih.gov> 
Subject: FW: quick question from a journalist 


Hi Mark, 


| also received this question from a non-KEl entity. | 


oO 
Oo 


REL0000024220 


Thanks, 


David A. Lambertson, Ph.D. 

Senior Technology Transfer Manager 
Technology Transfer Center 

National Cancer Institute/NIH 
david.lambertson@nih.gov 


http://ttc.nci.nih.gov 


9609 Medical Center Drive, Rm 1-ES830 MSC 9702 
Bethesda, MD 20892-9702 (USPS) 

Rockville, MD 20850-9702 (Overnight/express mail} 
}: 240-276-5530 


Fax: 240-276-5504 


Note: This email may contain confidential information. If you are not the intended recipient, any disclosure, copying or use of 
this email or the information enclosed therein is strictly prohibited, and you should notify the sender for return of any 
attached documents 


From: Silverman, Ed [mailto:ed.silverman@statnews.com] 
Sent: Thursday, June 21, 2018 11:25 AM 


To: Lambertson, David (NIH/NCI) [E] <david.lambertson@nih.gov> 
Subject: quick question from a journalist 


Hi Dave, 


My name is Ed Silverman and | run the Pharmalot blog at The Boston Globe's STAT health news site, where | track the 
pharmaceutical industry. 


A quick question about the NIH notice to provide a license to Beoro Therapeutics for a cancer drug... 


rospective-grant-of-an-exclusive-patent- 


license-the-development-of-an-anti-bcma-immunotoxin-for-the 


There's not a lot of publicly available information about Beoro and wondering why the agency chose this company. What 
info exists to give taxpayers confidence that such a license would be awarded to a company with the expertise and 
capabilities to develop the technology? 


it seems one of the Beoro folks - Gerhard Niederfellner - worked at Roche. Can you confirm this and provide some 
insight into how this company was chosen? 


Thanks 

ed silverman 
STAT / Pharmalot 
973-493-7851 


www. statnews.com/pharmalot/ 


REL0000024220 


From: Lambertson, David (NIH/NCI) [E] [/O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP 
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=3C95B34F709746A8A2553CE54E74ACE2-LAMBERTSOND] 

Sent: 6/21/2018 8:20:10 PM 

To: Rohrbaugh, Mark (NIH/OD) [E] [/o=ExchangeLabs/ou=Exchange Administrative Group 
(FYDIBOHF23SPDLT)/cn=Recipients/cn=591ab6b2424b4b8997082718cbb29fab-rohrbaum]; Myles, Renate (NIH/OD) 
[E] [/o=ExchangeLabs/ou=Exchange Administrative Group 
(FYDIBOHF23SPDLT)/cn=Recipients/cn=7d317f5626934585b3692a1823c1b522-mylesr] 


CC: Rodriguez, Richard (NIH/NCI) [E] [/o=ExchangeLabs/ou=Exchange Administrative Group 
(FYDIBOHF23SPDLT)/cn=Recipients/cn=8092cb5394e04733ac0d4d84d25f65e5-rodrigr] 
Subject: RE: quick question from a journalist 


I'm ok with it. I’ll keep my eye on my e-mail every so often even though | am technically out, in case something comes 
up that needs immediate attention. 


David A. Lambertson, Ph.D. 

Senior Technology Transfer Manager 
Technology Transfer Center 

National Cancer Institute/NIH 


david.lambertson@nih.gov 


http://ttc.nci.nih.gov 


9608 Medical Center Drive, Rm 1-E530 MSC 9702 
Bethesda, MD 20892-9702 (USPS) 

Rockville, MD 20850-9702 (Overnight/express mail} 
Fhone (Main Office}: 240-276-5530 


Fax: 240-276-5504 


Note: This email may contain confidential information. if you are not the intended recipient, any disclosure, copying or use of 
this email or the information enclosed therein is strictly prohibited, and you should notify the sender for return of any 
attached documents 


From: Rohrbaugh, Mark (NIH/OD) [E] 

Sent: Thursday, June 21, 2018 4:17 PM 

To: Myles, Renate (NIH/OD) [E] <mylesr@mail.nih.gov> 

Cc: Lambertson, David (NIH/NCI) [E] <david.lambertson@nih.gov>; Rodriguez, Richard (NIH/NCI) [E] 
<richard.rodriguez@nih.gov> 

Subject: FW: quick question from a journalist 


Looks good to me. Thanks for your help Dave. 


From: Myles, Renate (NIH/OD) [E] 

Sent: Thursday, June 21, 2018 4:10 PM 

To: Rohrbaugh, Mark (NIH/OD) [E] <RohrBauM@OD.NIH.GOV> 
Subject: RE: quick question from a journalist 


See suggested changes. Hf you're okay with this, perhaps you can loop me in with David and ll loop the NCI press office 
in to Nancie the response to Ed. 


From: Rohrbaugh, Mark (NIH/OD) [E] 
Sent: Thursday, June 21, 2018 4:00 PM 


RELO0000024252 


To: Myles, Renate (NIH/OD) [E] <mylesr@mail.nih.gov> 
Subject: RE: quick question from a journalist 


From: Myles, Renate (NIH/OD) [E] 

Sent: Thursday, June 21, 2018 3:33 PM 

To: Rohrbaugh, Mark (NIH/OD) [E] <RohrBauM@OD.NIH.GOV> 
Subject: RE: quick question from a journalist 


From: Rohrbaugh, Mark (NIH/OD) [E] 

Sent: Thursday, June 21, 2018 3:32 PM 

To: Myles, Renate (NIH/OD) [E] <mylesr@mail.nih.gov> 
Subject: RE: quick question from a journalist 


From: Myles, Renate (NIH/OD) [E] 

Sent: Thursday, June 21, 2018 3:25 PM 

To: Rohrbaugh, Mark (NIH/OD) [E] <RohrBauM@OD.NIH.GOV> 
Subject: RE: quick question from a journalist 


So, we should respond to Ed b5 


fag nse irene nem avd ee pesos cine Urs ups pineal cp nce malin neni gn ese eetne vege esses pina aw eis ap ice oben lemme deve ca pempeiiineoin rm ycen en yeni geben doses pes mnspmineiimrncneimn msreyene mite cmidce sevens amyey 


From: Rohrbaugh, Mark (NIH/OD) [E] 
Sent: Thursday, June 21, 2018 3:08 PM 


RELO0000024252 


To: Myles, Renate (NIH/OD) [E] <mylesr@mail.nih.gov> 
Subject: FW: quick question from a journalist 


From: Lambertson, David (NIH/NCI) [E] 

Sent: Thursday, June 21, 2018 3:05 PM 

To: Rohrbaugh, Mark (NIH/OD) [E] <RohrBauM@OD.NIH.GOV> 
Ce: Rodriguez, Richard (NIH/NCI) [E] <richard.rodriguez@nih.gov> 
Subject: FW: quick question from a journalist 


Hi Mark, 


| also received this question from a non-KEl entity. } b5 


as ie eines Savas pees soos gna open Sain Se opens aera zoeres pen pesiees near miaceresahepeet stemmn En mu eiemeeeae 


Thanks, 


David A. Lambertson, Ph.D. 

Senior Technology Transfer Manager 
Technology Transfer Center 

National Cancer Institute/NIH 
david.lambertson@nih.gov 
http://ttc.nci.nih.gov/ 


9609 Medical Center Drive, Rm 1-E530 MSC 9702 
Bethesda, MD 20892-9702 (USPS} 

Rockville, MD 20850-9702 (Overnight/express mail} 
Fhone (Main Office}: 240-276-5530 


Fax: 240-276-5504 


Note: This email may contain confidential information. If you are not the intended recipient, any disclosure, copying or use of 
this email or the information enclosed therein is strictly prohibited, and you should notify the sender for return of any 
attached documents 


From: Silverman, Ed [mailto:ed.silverman@statnews.com] 
Sent: Thursday, June 21, 2018 11:25 AM 


To: Lambertson, David (NIH/NCI) [E] <david.lambertson@nih.gov> 
Subject: quick question from a journalist 


Hi Dave, 


My name is Ed Silverman and | run the Pharmalot blog at The Boston Globe's STAT health news site, where | track the 
pharmaceutical industry. 


A quick question about the NIH notice to provide a license to Beoro Therapeutics for a cancer drug... 


https://www.federalregister.gov/documents/2018/06/07/2018-12179/prospective-grant-of-an-exclusive-patent- 


license-the-development-of-an-anti-bcma-immunotoxin-for-the 


RELO0000024252 


There's not a lot of publicly available information about Beoro and wondering why the agency chose this company. What 
info exists to give taxpayers confidence that such a license would be awarded to a company with the expertise and 
capabilities to develop the technology? 


It seems one of the Beoro folks - Gerhard Niederfellner - worked at Roche. Can you confirm this and provide some 
insight into how this company was chosen? 


Thanks 

ed silverman 
STAT / Pharmalot 
973-493-7851 


www.statnews.com/pharmalot/ 


RELO000024252 


From: Berkley, Dale (NIH/OD) [E] [/O=NIH/OU=NIHEXCHANGE/CN=OD/CN=BERKLEYD] 


Sent: 4/20/2016 4:55:03 PM 

To: Rohrbaugh, Mark (NIH/OD) [E] [/O=NIH/OU=NIHEXCHANGE/cn=OD/cn=ROHRBAUM] 
Subject: RE: Response to KE! re BNCT 19April 2016.docx 

Mark: 

Thanks for this. 


Best, Dale 


Dale D. Berkley, Ph.D., J.D. 

Office of the General Counsel, PHD, NTH Branch 

Bldg. 31, Rm. 47 

Bethesda, MD 20892 

301-496-6043 

301-402-2528(Fax) 

This message is intended for the exclusive use of the recipient(s) named above. It may contain information that 1: PROTECTED or PRIVILEGED, and it should not be disseminated, 
distributed, or copied to persons not authorized to receive such information. 


From: Rohrbaugh, Mark (NIH/OD) [E] 
Sent: Tuesday, April 19, 2016 4:13 PM 
To: Berkley, Dale (NIH/OD) [E] <BerkleyD@OD.NIH.GOV> 
Subject: FW: Response to KEI re BNCT 19April 2016.docx 


REL0000024633 


Dale: 


Here is a specific objection to an exclusive license with questions about the licensing conditions and proposed response 


Hease let me know your thoughts on this, 
Mark 


From: Shmilovich, Michael (NIH/NHLBI) [E] 

Sent: Tuesday, April 19, 2016 2:24 PM 

To: Rohrbaugh, Mark (NIH/OD) [E] <RohrBauM@OD.NIH.GOV> 
Subject: RE: Response to KEI re BNCT 19April 2016.docx 


From: Rohrbaugh, Mark (NIH/OD) [E] 

Sent: Tuesday, April 19, 2016 12:03 PM 

To: Shmilovich, Michael (NIH/NHLBI) [E] 

Subject: RE: Response to KEI re BNCT 19April 2016.docx 


Can you send me his objection please? | don’t think we need to address all the questions, which makes it easier. 


From: Shmilovich, Michael (NIH/NHLBI) [E] 

Sent: Tuesday, April 19, 2016 10:54 AM 

To: Rohrbaugh, Mark (NIH/OD) [E] <RohrBauM@OD.NIH.GOV> 
Subject: Response to KEI re BNCT 19April 2016.docx 


My 2c 


REL0000024633 


From: Rohrbaugh, Mark (NIH/OD) [E] [/O=NIH/OU=NIHEXCHANGE/CN=OD/CN=ROHRBAUM] 

Sent: 12/20/2016 12:13:55 PM 

To: Leff, Michelle (NIH/NIDA/IRP) [E] [/O=NIH/OU=NIHEXCHANGE/cn=NIDAIntra/cn=MLeff] 

Subject: Re: NYT: Harnessing the U.S. Taxpayer to Fight Cancer and Make Profits 

Attachments: image008.jpg; image002.jpg; image009.jpg; image010.jpg; image005.jpg; image011.jpg; image007 jpg 


Thx. Better than some other media, and they included important points we made but still do not present equally the 


opposing view that march in is not an authority to control prices. 


Sent from my iPhone 


Just finished reading the article with my morning coffee. Congratulations on the interview. Were you 


pleased with the coverage? 


M 


Michelle Kir Leff, MB, MBA 

CAPT, USPHS 

NIDA Technology Development Coordinator 
Chiet of Staff 

Office of the Scientific Director (OSD) 
IRP/NIDA/NIH/DHHS 


BRC, Suite 200, Roorn O4A5i5 
251 Bayview Blyd. 
Baltimore MD 21224 


Email Michelle.Leff@nih.gov 
Phone: 44 


From: Rohrbaugh, Mark (NIH/OD) [E] 
Sent: Tuesday, December 20, 2016 7:06 AM 


Sbactrct nese eicieeewe cteceaeentieceeelatinectteeamnescenaRerecets IAC SY edewtabenabanabtnetinenbert states tres tet nastnataneet peoeewcar nee 


Subject: Fwd: NYT: Harnessing the U.S. Taxpayer to Fight Cancer and Make Profits 


Sent from my iPhone 
Begin forwarded message: 


From: "Myles, Renate (NIH/OD) [E]" <mmylesr @od. 
Date: December 19, 2016 at 9:33:05 PM EST 


nih.goy> 


<RohrBauM @OD.NIH.GOV>, "Kassilke, Deborah (NIH/OD) [E]" 
<deborsh kassiike @nih.sov> 


Subject: NYT: Harnessing the U.S. Taxpayer to Fight Cancer and Make Profits 


REL0000024749 


New York Times 


Health 


By MATT RICHTEL and ANDREW POLLACK DEC. 19, 2016 


Dr. Steven Rosenberg, left, who has led the surgery branch at the National Cancer 
Institute for 42 years, and Dr. Arie Belldegrun, the founder of Kite Pharma. Credit 
Jesse Dittmar (left) and Emily Berl (right) for The New York Times 


Enthusiasm for cancer immunotherapy is soaring, and so is Arie Belldegrun’s 
fortune. 


Dr. Belldegrun, a physician, co-founded Kite Pharma, a company that could be 
the first to market next year with a highly anticipated new immunotherapy 
treatment. But even without a product, Dr. Belldegrun has struck gold. 


His stock in Kite is worth about $170 million. Investors have profited along with 
him, as the company’s share price has soared to about $50 from an initial price of 
$17 in 2014. 


REL0000024749 


The results reflect widespread excitement over immunotherapy, which harnesses 
the body’s immune system to attack cancer and has rescued some patients from 
near-certain death. But they also speak volumes about the value of Kite’s main 
scientific partner: the United States government. 


Kite’s treatment, a form of immunotherapy called CAR-T, was initially developed 
by a team of researchers at the National Cancer Institute, led by a longtime friend 
and mentor of Dr. Belldegrun. Now Kite pays several million a year to the 
government to support continuing research dedicated to the company’s efforts. 


The relationship puts American taxpayers squarely in the middle of one of the 
hottest new drug markets. It also raises a question: Are taxpayers getting a good 
deal? 


Defenders say that the partnership will likely bring a lifesaving treatment to 
patients, something the government cannot really do by itself, and that that is 
what matters most. 


Critics say that taxpayers will end up paying twice for the same drug — once to 
support its development and a second time to buy it — while the company reaps 
the financial benefit. 


“Tf this was not a government-funded cancer treatment — if it was for a new solar 
technology, for example — it would be scandalous to think that some private 
investors are reaping massive profits off a taxpayer-funded invention,” said James 
Love, director of Knowledge Ecology International, an advocacy group concerned 
with access to medicines. 
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Dr. Rosenberg and Dr. Belldegrun in the mid-1980s. Dr. Belldegrun became a 
research fellow for Dr. Rosenberg at the cancer institute in 1985. Credit Kite 
Pharma 


The debate goes squarely to one of the nation’s most vexing challenges: rising 
health care and drug prices. Kite is one of a growing number of drug and biotech 
companies relying on federal laboratories. Analysts expect the company to charge 
at least $200,000 for the new treatment, which is intended as a one-time therapy 
for patients. 


While the law allows the government to demand drug-price concessions from its 
private-sector partners, the government has declined to do so with Kite and 
generally disdains the practice. 


Insisting on lower prices, federal researchers say, would drive away innovative 
partners that speed the drug-development process and benefit patients. But with 
the government doing so much pivotal research, others say that the private sector 
cannot afford to walk away. 


“The market is so reliant on the knowledge and know-how that comes out of the 
government and academic labs,” said Dr. Aaron Kesselheim, director of the 
Program on Regulation, Therapeutics and Law at Brigham & Women’s Hospital 
in Boston. 


Price curbs, he said, “would not suddenly lead to a total abandonment of this 
pipeline. It couldn’t possibly.” 


Drug makers would be especially unlikely to turn away from immunotherapy, 
where the promising science has set off a “gold rush mentality,” according to 
Mark Edwards of Bioscience Advisors, a company which tracks pharmaceutical 
licensing deals. 


The National Institutes of Health, the parent agency of the National Cancer 
Institute, currently has about 400 cooperative research agreements with 
companies, and licenses hundreds of patented inventions for private-sector 
development. 


Kite executives and national health officials characterize their partnership as a 
model arrangement in a system established by Congress three decades ago. The 
system has given birth to the cancer drug Taxol, the AIDS drug Prezista, two 


innovations. 


Continue reading the main story 
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Dr. Rosenberg in his lab at the cancer institute in Bethesda, Md. Partnerships 
between government labs and drug companies are “absolutely essential or many 
discoveries will not see the light of day,” he said. Credit Jesse Dittmar for The 
New York Times 


Kite’s first drug, called KTE-C19, could help thousands of patients each year in 
the United States with certain blood cancers. If it succeeds, it could generate sales 
of $1 billion to $2 billion annually, according to Wall Street analysts, making it 
among the most lucrative drugs to come from government research. 


But the government’s share of any Kite success would be modest, much lower 
than some academic research groups have wrangled in immunotherapy deals 
worth hundreds of millions of dollars. Federal officials counter that the reward to 
the taxpayer is not money but the drug itself. 


“This is exactly the way things should work,” said Dr. Steven Rosenberg, who has 
led the surgery branch at the National Cancer Institute for 42 years and led 
development of Kite’s drug. Such partnerships, he said, are “absolutely essential 
or many discoveries will not see the light of day.” 


Moreover, government officials say, companies in such deals must take 
significant financial risks and expenditures on their own, without any guarantee 
that the drug will be approved. 


Kite says it has spent more than $200 million on research and development, 
including running larger clinical trials than those conducted by the cancer 
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institute, and recently spent about $30 million to build a factory that will be able 
to make treatments for up to 5,000 patients a year. 


Setting the price of the drug, Dr. Rosenberg said, “is for the marketplace.” 
A Public-Private Partnership 


Like many business deals, this one began with a personal relationship — in this 
case between Dr. Rosenberg and Dr. Belldegrun. 


After finishing medical school in his native Israel, performing surgery in 
helicopters for the Israeli armed forces, and completing residency at Brigham & 
Women’s Hospital, Dr. Belldegrun became a research fellow for Dr. Rosenberg at 
the N.C.I. It was 1985, and Dr. Belldegrun was put to work on a new project of 
Dr. Rosenberg’s — extracting tumor-fighting immune cells from cancer patients, 
multiplying them in the laboratory, and putting them back in. 


“He was one of the more outstanding fellows to come through,” said Dr. 
Rosenberg, 76, who is widely considered a cancer research luminary. 


Continue reading the main story 


Dr. Belldegrun, center, at the Nasdaq stock exchange, where Kite Pharma is 
listed. The company was founded in 2009 and went public in 2014. Credit 
Nasdaq, 2016 
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When the fellowship ended in 1988, Dr. Belldegrun became a prominent surgeon 
at the University of California, Los Angeles, but the two men stayed in touch. 
Eventually, Dr. Belldegrun, 67, got the entrepreneurial bug. He co-founded a 
biotech company, Agensys, which was acquired by a bigger company for more 
than $500 million. He was also involved with Cougar Biotechnology, which 
developed the prostate cancer drug Zytiga and was acquired by Johnson & 
Johnson for $1 billion in May 2009. A month later, Dr. Belldegrun formed Kite 
with a group of colleagues and investors to pursue cancer immunotherapy. 


That same month, a Florida marine contractor named Eric Karlson, whose non- 
Hodgkin’s lymphoma was advancing despite four prior treatments, became the 
first patient treated by Dr. Rosenberg with what would eventually become KTE- 
C19. The treatment entailed removing some of Mr. Karlson’s immune system T 
cells from his blood, genetically engineering them to recognize and fight his 
cancer, multiplying the T cells to huge numbers in the laboratory and transferring 
them back into his body. After two such treatments, Mr. Karlson remains alive 
and cancer-free eight years later. 


Kite initially thought it would pursue an approach to immunotherapy known as 
cancer vaccines, but in 2010, Dr. Belldegrun visited Dr. Rosenberg and was 
shown the X-rays of Mr. Karlson and of a second patient. 


Dr. Belldegrun was bowled over. “I had no doubt that this is going to be a drug 
and, more than that, it will become a platform for multiple products,” he recalled. 
“We never looked back.” 


Over the next two years, the National Cancer Institute worked out a deal with Kite 
that was signed in 2012. It was the first of eight contracts between the government 
and the company that generally take two forms. 


In one type of contract, Kite licenses patented inventions and agrees to pay the 
government royalties, roughly 5 percent of sales of any commercial product 
arising from a particular patent. However, there is no such license specifically for 
KTE-C19 because the underlying treatment was not patented by the N.C.I., so 
royalties will be minimal. 


Officials say the agency did not apply for a patent because the treatment was 
similar to what others had been developing. Also, at the time the treatment was 
first created, in 2007, immunotherapy was considered to have dim commercial 
prospects. 


“Back then, we didn’t even think about commercial aspects,” said Dr. James N. 
Kochenderfer, a scientist at the agency who designed the treatment when working 
in Dr. Rosenberg’s group. 


Under the second type of contract, known as a cooperative research and 
development agreement, Kite provides money to the N.C.I. to support research. 
Kite is now paying $3 million a year to Dr. Rosenberg’s lab and has provided 

$7.5 million to it in total since 2012. Based on its regulatory filings, Kite is paying 
$7.8 million a year for research agreements and licenses in total, with at least $4 
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million of that going to the cancer institute and the rest to academic or corporate 
partners. 


The taxpayer has invested, too. Dr. Rosenberg estimated that the government has 
spent roughly $10 million over the years on what has become KTE-C19. He said 
Kite’s $3 million a year is about equal to the taxpayer funding in that area and has 
helped speed research. 


These days, researchers from Kite and the cancer institute, typically including Dr. 
Rosenberg and Dr. Belldegrun, confer by conference call every other Thursday 
for 90 minutes. Kite employees have spent long periods at the N.C.1., learning 
how to manufacture the therapy and how to treat patients in advance with 


chemotherapy. 


“We shouldn’t underestimate the value and the importance of N.I.H., not only to 
Kite but to the whole field of engineered T-cell therapy,” Dr. Belldegrun said. 
When Kite signed its first deal with the cancer agency, he said, it “tapped into six 
years of monumental work that they had done.” 


Some immunotherapy competitors marvel at the company’s coup in tapping into 
the agency’s expertise. “They got 20 years of research all together in one scoop,” 
said Dr. Carlos Paya, chief executive of Immune Design, which is pursuing a 
different approach. 


But government officials say few, if any, other companies were interested in the 
technology at the time Dr. Belldegrun came calling. Dr. Rosenberg said that 
before Kite, a few companies, including Johnson & Johnson, had looked at an 
earlier version of his technology but were wary because treatment involved 
processing each patient’s cells. 


Government-developed technology available to be licensed to companies is 
intends to grant a license to a particular company, it publishes that in the Federal 
Register, inviting public comment and possible competing offers. Both steps were 
taken in the case of Kite, officials said. 


Kite did not get everything the cancer institute has developed in the field. Some 
other companies, including Opus Bio and Bluebird Bio, got rights to some 
products, in part because the companies had special expertise that the agency’s 
researchers desired. But Kite seems to have gotten the balance of them and N.C.I. 
technology accounts for the majority of its pipeline of possible products, though 
the company is diversifying. 
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A slide that Kite Pharma used in presentations to potential investors pointed out 
the company’s relationship with Dr. Rosenberg. 


Dr. Rosenberg professes no interest in the business side of the Kite relationship. 
He does not own stock in any company, even Kite, though he could get up to 
$150,000 a year in patent royalties if some of Kite’s efforts pay off. 


Dr. Belldegrun, in contrast to his mentor, has commercial flair. He is known for 
his sharp business suits, lives in the Bel-Air neighborhood of Los Angeles, and 
seems as comfortable on Wall Street or in high society as in the operating room. 


Kite’s relationship with the N.C.I. is an important part of its appeal to investors. 
In some presentations, Dr. Belldegrun has shown a photograph of himself with 
Dr. Rosenberg in their younger days. And he persuaded Dr. Rosenberg to speak at 
Kite’s first big meeting for investors in June 2015, the only time he has ever 
spoken to Wall Street. 


In emails obtained through a Freedom of Information Act request by Knowledge 
Ecology International, Dr. Belldegrun praised Dr. Rosenberg’s talk and sent him 
copies of investment reports from the conference written by Wall Street analysts. 


“Thank you for making the effort to come to NY,” Dr. Belldegrun wrote. “I heard 
only raving reviews about your presence and presentation.” 
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A ‘Reasonable’ Question 


The reliance of private companies on government-funded research goes well 
beyond obvious cases like Kite. In many instances, companies work with 
universities or medical centers that, in turn, have been funded from the $32 billion 
annual budget of the National Institutes of Health. 


Kite’s two main competitors, Novartis and Juno Therapeutics, for instance, 


developed at least in part with government funding. Novartis has a relationship 
with the University of Pennsylvania, and Juno with the Memorial Sloan Kettering 
Cancer Center, the Fred Hutchinson Cancer Research Center and Seattle 
Children’s Hospital. 


“For the most important drugs you’ Il see some public-sector involvement,” said 
Bhaven Sampat, an associate professor of health policy and management at 
Columbia University. He was one author of a study that found that 9 percent of all 
drugs approved between 1988 and 2005 were based directly on a patent held by 
the public sector. But 47.8 percent of the drugs relied at least indirectly on some 
federally funded research. 


Continue reading the main story 
Photo 


Eric Karlson at his home on Marco Island, Fla., this month. Mr. Karlson’s non- 
Hodgkin’s lymphoma was successfully treated by Dr. Rosenberg with what would 
eventually become KTE-C19. Credit Scott McIntyre for The New York Times 
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The figures were higher for more medically important drugs: 17.4 percent had a 
direct public-sector patent, while 64.5 percent had at least an indirect public- 
sector influence. 


These figures are up sharply from before the 1980s. Such partnerships and 
licensing deals were encouraged by the 1980 Bayh-Dole and Stevenson-Wydler 
Acts, and the 1986 Federal Technology Transfer Act. The laws are credited with 
jump-starting the biotechnology industry. 


But from the beginning, some people questioned whether taxpayers were getting a 


bad deal. 


Perhaps the best-known drug developed from a cooperative research and 
development agreement — the cancer drug Taxol — was the subject of several 
congressional hearings in the early 1990s that investigated whether the drug’s 
maker, Bristol-Myers Squibb, charged too much and whether the government 
recouped enough of its investment. In the end, the pricing was left unchanged. 


The N.I.H. argues that if it imposes pricing restrictions, it won’t get partners. In 


fact, in 1995, it struck from its negotiating tactics a goal that prices be 
“reasonable.” 


“Companies will not take technologies from us if we say the government will 
decide in the future what the price will be,” said Mark Rohrbaugh, who ran the 
technology transfer office at the institutes from 2001 to 2013 and is now an 
adviser to the agency. After the “reasonable price” clause was struck, he said, 
there was a threefold increase in partnership deals. 


The N.1.H. can collect royalties from successful products to help offset the costs 
of the research, but so far these royalties have been small, amounting to an 
estimated $135 million in the last fiscal year from 870 licenses, with the bulk of 
the money coming from a small number of drugs. 


‘“‘We’re not preoccupied with financial value,” Dr. Rohrbaugh said. “Our mission 
is treatment of people and improving public health.” 


In that regard, the government’s bet on a small company like Kite, which might 
have seemed risky, appears to be paying off so far. Dr. Belldegrun has largely 
delivered on promises to raise money, assemble an experienced staff, build the 
factory, conduct clinical trials and begin to apply for regulatory approval. Once 
considered the underdog to Novartis and Juno, Kite might be the first reach the 
market. 
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Scans of Mr. Karlson’s body before and after his treatment. In the cross-sections 
on the left, the arrows point to signs of lymphoma in areas such as his armpits, 
chest, spleen and pelvis. Credit National Cancer Institute 


Academic centers and companies often drive harder bargains in licensing 
technology. In some cases, academic centers own a stake in a company they 
license technology to, allowing them to reap a financial windfall if the company 
does well. Both the Hutchinson cancer center and Sloan Kettering have owned 
stock in Juno and are entitled to substantial payments — up to $350 million and 
$150 million — if Juno’s stock reaches certain levels. 


The N.I.H. does not take equity positions in companies to avoid an appearance of 
a conflict of interest. So to critics of the government deals, drug prices are crucial 
to understanding taxpayer value. After all, they ask, is a drug truly widely 
available — which is what the government says is its measure of success — if it 
costs too much for some people? 


Rachel Sachs, an associate law professor at Washington University in St. Louis 
and expert in innovation policy, said the government had every right to seek price 
concessions. She noted that the government, through Medicare and Medicaid, was 
effectively buying its inventions back from itself. ““The public is paying for the 
research and to the extent that many people, if not most, will pay through public 
insurance, we’re paying again,” she said. 
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Hillary Clinton, in her campaign for president, promised to set new rules for 
federal support of research so that Americans “get the value they deserve” for the 
money taxpayers spend in supporting research. It is not clear how President-elect 
Donald J. Trump will approach these issues; he has said he favors reducing health 
care costs, but Republicans, who control Congress, too, have opposed government 
involvement in price setting. 


One mechanism to control pricing already exists. It is called march-in rights, and 
it lets the N.I.H. take back control of a patent on an invention made with federal 
funding if the drug is not being made available to the public on reasonable terms. 
The tool has gone unused. 


Earlier this year, Knowledge Ecology International and another advocacy group, 
the Union for Affordable Cancer Treatment, petitioned the agency to exercise 
funded researchers at U.C.L.A. It said the price in the United States of about 
$129,000 a year, two to four times that in other developed countries, meant the 
drug was not reasonably available. The effort was supported by other public 
interest groups and some Democratic members of Congress. 


U.C.L.A. made more than $500 million by selling its royalty rights to the drug. 
But the N.I.H. declined to exercise its march-in rights on Xtandi, arguing that it 
was not qualified to judge whether a drug’s price is reasonable and that a high 
price does not mean a drug is not being made available to the public. 


‘“N.ILH. has made it clear that its job is not to decide prices of drugs, period,” Dr. 
Rohrbaugh said 


Kite says it has not decided what to charge for KTE-C19, but Dr. Belldegrun 
hinted that Kite’s therapy might be relatively expensive because ideally it would 
be a single treatment that would cure the patient, not a drug that would have to be 
taken continuously. He added that Kite would take steps to make sure that 
everyone who needed the drug could get it. 


Meantime, the relationship between Kite and the National Cancer Institute is 
expanding to develop treatments for other cancers, including one technique Dr. 
Rosenberg thinks could be used to attack solid tumors like colon, breast and lung 
cancer. 


“The potential for broad applicability is huge,” he said. 


That could mean many lives saved and maybe more billion-dollar drugs for Kite 
and its investors, with the American taxpayer right in the middle of the deal. 


newsletter. 
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From: Rohrbaugh, Mark (NIH/OD) [E] [/O=NIH/OU=NIHEXCHANGE/CN=OD/CN=ROHRBAUM] 


Sent: 3/25/2016 4:26:40 PM 
To: Hammersla, Ann (NIH/OD) [E] [/O=NIH/OU=NIHEXCHANGE/cn=Recipients/cn=hammerslaa] 
Subject: Fwd: WF 345473 - Response Creation due 4/1 


Attachments: email.pdf; ATTO0001.htm; incoming.pdf; ATTOO0002.htm 


Sent from my iPhone 
Begin forwarded message: 


From: "Carr, Sarah (NIH/OD) [E]" <CarrS@OD.NIH.GOV> 

Date: March 25, 2016 at 12:22:53 PM EDT 

To: "Rohrbaugh, Mark (NIH/OD) [E]" <RohrBauM@OD.NIH.GOV> 
Ce: "Plude, Denise (NIH/OD) [E]" <pludede@mail.nih.gov> 
Subject: FW: WF 345473 - Response Creation due 4/1 


Mark, 
See Instructions below. 


Sarah 


From: Plude, Denise (NIH/OD) [E] 

Sent: Friday, March 25, 2016 12:19 PM 

To: Carr, Sarah (NIH/OD) [E] <CarrS@OD.NIH.GOV> 
Subject: WF 345473 - Response Creation due 4/1 


Work Folder Information 

Work Folder: WF 345473 

Process: Response Creation 

Program Analyst: Twyman, Leslie (NIH/OD) [E] 

Due Date: April 01, 2016 

WE Subject: Supports the Union for Affordable Cancer Treatment and Knowledge Ecology 
International's request that the NIH use the government's march-in rights in patents on the 
prostate cancer drug enzalutamide (marketed at Xtandi). 

IC: od_osp 

From: Ramachandran, Reshma 

To: Collins, Francis 


Remarks: Assigned to OSP to work with OER and OTT to prepare a Dir Sig response by noon 
on 4/1/16. Info copies to OER, OTT, NCI and OGC (DIR, DEPD, and DDSOP already received 


an info copy). Thank you, Leslie Twyman for Lisa Marshall (workfolder 345473). 
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